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(57) Abstract 

A carbostyril derivative represented by general formula (1), useful as a platelet agglutination inhibitor, wherein A repres- 
ents lower alkylene; R A represents -NR'R 2 , wherein R 1 represents lower alkyl substituted with lower alkoxycarbonyl and R 2 
represents hydrogen, cycloalkyl-substituted lower alkyl, etc.; W represents oxygen or sulfur; and a carbon-to-carbon bond 
between the positions 3 and 4 of the carbostyril skeleton represents either a single or a double bond. 
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) x f- > 5 - ( 1 - >r = ^ V >; ;b ) ^ > ^ ;u % 6 _ 
( 5 - -f * y '/ 'J /U ) ^\ + 71, % 2-y^7U-3-(l 

- -r $ y •/ y y a t° ji m m © r ji + a # # ^ n » 

l~6©ii|!tX!2#ft|gftTA*;t,gT&3^ $ 9 </ y 
20 ;u T ;l, + /t, g * ^ <f 5 C <t T 1 £ £ 0 

t° >J i ft $ 7 A + ;H t L T (£ „ ( 2 - tr »; S> 

A ) y * ^ % 2 - ( 3 - tT 'J S> ;l, ) jl f- ji N 1 _ ( 4 _ 

b° 'J y Jl ) in, 3 - ( 4 - tT 'J y Jl ) t 9 d e ;K 4 

- ( 2 - t° y s> A ) l , 1 - y y ^ , u _ 2 - 
25 ( 3 - tT <J S> Jl ) if;^ 5 - ( 4 - h° 'J ^ Jl ) ^ > ^ 
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;K 6 - ( 2 - f 'J V Jl ) ^ * •> ^ . 2-^^-3 
( 3 - t? U A ) 7 D t: ^ £ ^ © 7 ;l/ * ;u 215 # ^ * ^ 

& r ;u + a & £■ #J ^ £ 6 o 

( 3 _ t » D >; ^ - ;l/ ) x i- ;k I - ( 2 - t: a >J i? x 

(3-(foij-^;l) T'f'K 5 - ( 3 - t°a •] i> - 
;u ) * > f- ;k 6 - ^ * 

(3-/h^>n + ->-i-x^->-2- t,Dl ^ 

15 2 - t: a >J ^ x ;U ) 2- ( 3 - 7° a * 

^ ^ h -> - 1 " tT a >J 0 - ;U ) J- f- A • , 1 . 1 - ^ y 
- 2 - (2-^0']^^) x f- ;K 2 - / ^ A " 
3 - (3-tDiJi?-A) ^af/k ( 1 - x f- ;u - 4 

- t K o 4=- •> - 2 - t° n 'J V x h ) 2 " (1_ 
20 y f" A - 3 - e n 'J 5? x ;b ) x f- ;K 1 - ( 1 ~ ~* u * 

A, - 2 - bT a 'J 'J x ;!/ ) x ^ ;K 3 - ( 1 - 7 f" A - 4 

- t K a * -> - 2 - t° a U x ;U ) 7* n t: ;K 4 - ( 1 

- ^ > ^ A - 3 . 4--nFa + i/-3-t'D'j^ 
* ) 7- * ;K 5 - ( 1 - ^ * * A " 3 - t° o >; x ;l ) 

25 6 - ( 1 - / 2 - t'a.j ^x/U) 
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•> (1, 3-^f)l,-4-t + 

'J 9 — )\,) y f - ji N 2 - (3-t Ko + i/-2-tfoij 

S> — ;U ) x ;u , (4-tFoti/-2-lfDiJi;- 

^ ) 3 - (5-hKDt^-2-t , Dij-?- 

8^bitfnfc«^l-3fitt4:i®*5Kj({fti 

10 ttlTAati/^^i^iHTIi, ft it tf y h * 
2/ # ;u # - * , x h + 2/ £ ;U x ;|, , -/ D ^ ^ ^ ^ ;l/ # 

C t^t § So 

^^T/^yHWry^/ntLtli, ft * if -> ? 
n ^ n fcf ;u y f- ;K ? n 7* f- * y )l N ? n > " 
^ y f- 4, „ s/ ? d ^ * ;u y f- ;u % i/ ^ o ^ y f- ;u y ^ 
20 ;K ^?ot^f;Mf/K Z-^D^DfUf/K 
1 -'>?Dyf;Uf;K 3 - ? a K y f- ;|, 7 D t ° 4, % 
i-i/twK^i/frfrfr^ 5 - is ? a 3- y ? 
)\<, 6 - i/ 9 o * 9 ? j],^ 2-y^;l/-3-i/ 

25 - $/ ? o ^ 4- -> 7b x f- ;u H if © y ;t/ ^ } \, gp # ^ gg £ j 
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© -> ? n T Jl* Jl T >l * >\> 36 4£ * if & - t # * * ° 

#1 7F "C £ 6 o 

ftftT***** ttl** ^^'^ 
ynh';K r^ob'ik 7**. t e r t -7?*. 

£ ft T * * ^ £ «■ £ tf * c ^ # T § 5 ° 

20 x^^lT/^iUHtli, ^^^^^ 2 " 

atrJK 4-7 1. l -i>**»-2- 

7l ,iHfik 5 -7xx;^>^;K 6-7*-* 
^*-7,K 2 -/fil-3-7-^°fik 2-* 
25 od^>-7;K 2 -(3-^oa7x^;b)x^;U, 1 
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- (4-?no7x — fi) x f fi „ 3 - ( 2 - 7 4/ tf- □ 
7 x - fi ) 7° o t° fi „ 4 - ( 3 - 7 ;U :* a 7 x - ;U ) 7* 
f-^s 1, l-^y^>>U-2-(4-7;t/^-o7x^ 

fi ) if;^ 5 - ( 2 - 7' n ^ 7 x - /l> ) ^< > f /K 6 
5 - (3-7 p a*7x-;l/) ^ + -> ;u , 2 - 7 f ;l/ - 3 - 
(4-7*n^7x~/t/) f;K 4 - 7 fit a Ky y 

fi, 3 - 3 - K ^> S? ;K 2 - (4-3-F7i-A) 
x f ^ . 1 - ( 3 , 5 - ? a o 7 x - fi ) i f fi N 3, 

4 - 'J 9 a d /< y *j fi , 2 - (3, 4-^^DD7x- 
10 ^) if A, 3 - ( 2 , 6-^?nD7x^;l0 7°ntf 

>K 4 - (3, 4-i;?D07x^A) 1 , l 

- it t ? )l - 2 - (3, 4-^7;U^-o7x-;l/) xf 

5 - (3, 5 - i? 7* d A 7 x — fi ) ^>f-;K 6 - 
(3, 4, 5 - MJ ? o ^ 7 i - /u ) ^\ ^ ;K 4-y 
15 * ;K > ;t, „ 2 - (2-/f A7xxA) if A, 1 

- (3-/f^7ii*) if;K 3 - (3-if/l7 
x - ;lO 7* n tf ^ . 4 - ( 2 - x f fi 7 x i fi ) 7' f fi N 

5 - (4 - if A7ii/M ^ > f /K 6 - ( 3 - -f V 
^ a t 4 ;U 7 x — ;U ) ^ f :> ;K 2-/f;l - 3- (4- 

20 ^ + ;P 7 x - /t, ) 7° □ h° ;l/ „ 2 - ( 3 , 4 - V J f ;l, 
7 x - ;U) i f ;K 2 - (2, A7i-A) 
2 - (3. 4, 5-f-ij/fA7xi*) if 
4 - y ^-X>i?;K 3, A - if / h * y"<> it 
h . 3, 4, 5 - h 'J i h * •> *t y : J fi „ 1 - ( 3 - J 
25 K^7xiil/) If/K 2 - ( 2 - h f -> 7 x - 
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;lO 3 - ( 2 - x h + x-;U) 7* a h' ;K 

4 - ( 4 -x h*->7 7*^^ 5 " ( 3 " X h 

+ i/ 7 x =- Jl) * > * *> > 6 - (4^'^ot:^7 
x - /lO 1 > l-^^-2-(4-^* 

4 _^K->7^A) ^°t'ik 2 - ( 3 , 4 - 2> 

, h**?*-*) 2- (3, 4-^xh*-:/ 

7 x - ;u ) x * ;K 2 - ( 3 , 4 , 5 - M / h * '> ? 
x-^xfik 1 - ( 2 . 5-y/h**>7x-A,) 
10 if^ ( 2 -*o°- 4 h**) 4- 

j/t^'^a. i " C 3 - 2/t J 7 x x^;k 
L _ ( 2 -S/T/7x~;U) ^ot'lk i - (2, 3- 
;j r J 7 x - * ) 7* ^ ;U , 1 - ( 2 , 3 , 4 - h U '> 
T77x -;U)^>^^, 1 - ( 2 , 4--^->T77x 
15 ^ * ) ^ * i/ 4 - * A * + •> * y ? 1 " ( 3 - 
t> Jl* * V 7 x - ;u ) x * A, , 

x r. ;U ) 7* a e ;U . 1 - ( 2 , 4 - ^ * ^ * * ^ ? * ~ 
;U ) 7* f- * , 1 - ( 2 . 4 , 

A, ) * > ^ ;K i-(2-^na-4-*^#*S/7* 
20 ^*^K (3-yf*-<-^^)^^ 

25 T*4wu»a®K*K#i~6©i&a3Uiatt*tt™ 
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f - x x )V ) ^ ;k 2 - ( 3 - ^ x x ;U ) x f- ;b % i - 
( 2 - x x ;u ) x^;b, 3 - ( 2 - ^ x x :/ a f 
5 4 - ( 3 - * x x )l ) y =f- ;K 1 . l-<^f;|,- 

2 - (2 - f x - ^) x^;u N 5 - ( 3 - f- x x ;u ) ^ 
>f-;K 6 - ( 2 - f- x x ) ^ * ^ ;u % 2 ->f;l- 
3- (3-^xx;P) •fa\fJVmmorj\,^Jl^^(D^ 

10 -;Hj|7^ + ;H$|if5:t^t^c 

n 7° a t? A, sK x ;K 5/ * a 7' f- A, tf A, # x ;l > y ? 

9 o ^ y * ;U # )l ** x ;K > * n * ? ^ )\, * A, # x ;|, „ 
15 ^Dyt^;^it:-;K j/ ? n ? t, x )l # x ;i, 

(2-^h5tKnh 0 7x;U)y^;i / ^ (3 _^ h5t 
20 K d hT 5 x A, ) y ;K ( 4 - x h y t K a fc? 5 x * ) 
^ ^ ;K 2 - (2--rh^hKot e 7x;t,)x^;K 2 
- (3--rh7fcKnt:5x/t/)x^;K 2 - ( 4 - f 

f7-;b) xf;K 1 — ( 3 - f F 7 h F d h' 7 ; ;l/ ) 
25 x ^ ;u , l-(4-7 L h5tKof5x;l,)x^;L /> 3 
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- (2-f ^tfofj-A) 7 o t? ;K 3 - (3- 
f h7hKotf7-A) ^Df;k 3 - ( 4 - -r h 7 t 
Fnf7-A) 7° n fc: ;U , 4 - ( 2 - r h =7 b K a b° 7 

- ;u ) 7' f- ;K 4 — ( 3 - f h 7 t F d t 1 7 - ^ ) 7* f" 
5 ;K 4 - ( 4 - x h v b K a tT 7 - ^ ) ^ * > 1 • 1 

( 2 - f h 7 k K a tf 7 - ^ ) x f- ;U , 
1, - (3-f HtFDk'7-^) 

xf/K 1 . 1 2 - ( 4 -f- h 5 b Fd tf 

7 - Jl ) x ^ , 5 - ( 2 - f- h 7 t Fa b*7-^) ^ 
10 > f - * , 5 - (8-fh7kKDK5-A) * > * ^ > 
5 - (4-f F7tFob , 7-/0 / <>f^> 6 - (2 

- t h "7 t K a b* 7 x ;U ) ^*i/Jl, 6 - ( 3 - x b 7 
t FDt7-A) /\ * -> ;K 6 - ( 4 - f F 7 k F a If 
^ - ;U ) ^ + •> ^ . 2->H-S - (2-f FHF 

15 Dt 9 5x;U)7"Dk:;K2-^f-^-3-(3-xh7 
b K a fcf 7 x Jl ) ^afik 2-/^^-3 - ( 4 - f- 

h 7 b K a tT 5 - ^ ) "7° n tf ^ # © T Jl Jl U ft ifi & ^ 
|l~60lIXIi»Sltt7A + iHt^5f FH 

Fak^-AliT/^iH^llfKir^t'^o 
20 7i-Aia7/l + AXAt.-iHHtli, #J # 

2 - 7 x x ;u x f- ;u x ;i> * x ;u % 
l - 7 x x ;u x ^ ;U X Jl * x ;b , 3 - 7 x x ;b 7° a b° ;U 
X ;U * x Jl . 4 - 7 x x ;U 7 r Jl X * * - >l , 1 . 1 ~ 
.•^ y f- ;t- - 2 - 7 x x ;u x f- ;u X Jl * x ;l/ „ 5 - 7 x x 
25 AX>f iU/L^^/k 6 - 7 x x ;U ^ * i> Jl X Jl * x 
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Jl, 2 - J * j\> - 3 - 7x-A7*n f;U^^-;H| 

Jl * Jl S T' & & 7 x — JlT Jl* Jl X Jl * — >^ S £ #j 7F T 

5 •> ? o t ;i/ 4- ;!/ & & T ;l/ * Jl X Jl * - Jl m t L X 12 , 

/• f- Jl x ;U * — ^ . ? a > ;U y f- /i, x /U * ~ ;u „ 
7 a s\ * ji y x Jl * ;U % i/ ? a ^ 7° =f- ji y f- 
^x;^-;k ^?ot^f;Mf 2 - 

10 ^?n^Dt';Hf ;^;i/t-ik 1 - •/^a^f iH 
^ ;u x ;u * — Jl „ 3 - ? o /< > f- ;i 7° a t? Jl x ;i/ * n 
Jl > 4 - ? n ^\ 4=- i/ ;b 7* ;b x Jl * — ;U „ 5 - S/ ? n 
^ 7* f- ;t/ ^ > ;t/.x ;U * ;i, „ 6 -^tntt^Jl^* 
y Jl X ;U * Jl „ A - 3 - ? a ^ 4^ •> ;U 7* □ 

15 bf ;u x ;l/ * x ;u , 2 - ? n ^\ * •> ;b x f- ji x ji * — ji „ 
1 - ? a ^\ 4=- Jl x f- ;u x Jl — ;u 3g ^ © T ;u 4- Jl U 

3 — S <D is ? u T Jl lr Jl T Jl * Jl B & & If Z Z t 

20 iiIHt^^D7;^/HlT;K;H^|f^ 
:tc*57;;Hi|i; <t L t i* . #11 {*' t ^ y 
ti ji # — )i > s/ ^ a ^ ^ -> ;t/ / f- ;b r ^ y # ;i/ # — ;k 

; y ^7 ;t/ - ji N ^^D^^^^y^yi/T^ y 

25 # ;U x Jl „ •> ^ n ^\ 7° f- ;U / f- Jl T ^ J ii Jl x Jl , 
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(± . 0>J *. < > ^ ;u , 2-7i-;Hf/K 1 - 7 x x 
;U i ;K 3 - 7 x - ;t, 7° n t° ^ % 4-7i-i^f;K 
5 1, 1 -^/f A-2-7x-il if ;u N 5 - 7 x — A, 
^ > f- ;k 6-7x — ;t/^^^;t/ % 2 - y f ;b - 3 - 7 
x - ;t/ 7 0 o tf 4> „ 2-^na^>^ ;t/> 2 - ( 3 - ? a 
n 7 x x ;|, ) x ^ ;K 1- (4-?nn7xx;t,) x 
^ > 3 - ( 2 - 7 ;u ^- a 7 x x ;u ) 7 0 □ £ ;K 4 - (3 
10 - 7 ;t, * a 7 x x ji) 7* f - ;K 1, i-y^f-;i,_2- 
(4-7;l/^-n7xx;U) if/^ 5 - (2-7 f o^7 
x x ;u ) 6 _ ( $ - 7 a * 7 x z^A,) i/ 

h . 2-y^;U-3 - (4-7*a^7xx;l,) 7° a t: ;K 
4-7 ;b :* □ ^ > ;K 3-3-K^>^^, 2 - (4 
15 - 3 - K7 x x;U) in, l-(3, 5--^^no7 
x x /[/ ) x^;b, 3, \ - *J 9 u u <*.i/ *J ft ^ 2 - (3, 
4-i?^aa7xx;u) if;^ 3 - ( 2 , 6 - ? n 
n 7 x x ) 7*Dt';k 4 - (3, 4-^?nn7xX 
* ) 7* ;K 1 , - (3, 4 - *J 7 ;U 

20 tD7 I ii)iH, 5 - (3, 5 - 7' a A 7 x x 
) ^ > f - ;U % 6 - ( 3 , 4 . 5 - h <J ^ d ;u 7 x x 
^ ) ^ * $/ ;U N 4 - y f- ft< > ^ ;l/ % 2 _ ( 2 - / f- ;u 
7xx;U) x ft s j _ (3-^^;l/7xx;U) x f- ft % 
3 - (3-x^;U7xx;l.) 7° n tf /K 4 - (2-if 
25 ;b 7 x x ;t, ) y f- ,^ 5 _ ( 4 _ x ^ ){/ 7 x ;(/ } ^ y 
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-^n,-s- (4-^*-:/ 7a if*. 2 

- ( 3 , 4 — ./ f" A- 7 x x ;L ) x f- * > 2 - ( 2 . 5 
..^ f/ni ;A)xf/K 2 - ( 3 , 4 , 5 - MJ 
5 ^ ;l/7 x^,K 4 - / 3, 

y -J ;K 1- (3-/K^x-]^)xf;k 2 - 

7 x ^ * ) 7° n t: ;K 4 - ( 4 - x h * "> 7 * - * ) 7' 
10 ^ 5 _ (3 -xh + i/7xx;U) 6- 

J?* - 2- ( 4 - ^ * •> * * * ? - - ;U > X ^ ;K 
2 -yf^-3-.(3. 

2 - ( 3 . 4 - * / h>*>7 xx;b) x ^ ;K 2 
15 -(3. 4 - 'J x h * -> 7 x x Jl ) x f- ;K 2 - (3, 
4 f 5 _ h .j * h * •> 7 x x ;u ) x f- ;U . 1 - ( 2 . 5 
-<J* h + i/7xx;U) x*;U, (2-^nn-4--/ 

T £ 6 7 x x ;l/ T ;u * Jl X £ 4^*J ^ £ £ o 
25 3 *->fi8TA3^>im4:to*5^'J^ 
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;HS»7^ + ^iHtli, m 7L \% ( 4 - h F n t •> - 
1 - t° ^ >j <; - Jl ) 2 - (4 - t F d + •> - 1 

- t° ^ 'J x /t, ) if l - ( 4 - t K o * -> - l - 
tf ^ >J - ;!/ ) x f- ;b „ 3 - ( 4 - h F n ^ ■> - 1 - t° 

5 ^ U i? - ;u ) y n tT * . 4 - ( 4 - t K o + - 1 - t? 
^ |J ^ x ;u ) 7f ;K 5 - 

'J x ;|, ) ^ > ^ ;^ 6 - (4 - t Fn + i/ - 1 - 
U x ;u ) ^ 4- is ;i ^ i , i - ^ J f- Jl - 2 - ( 3 - t 
Fof> - 1 - tf^y if)K 2 - y f- ;t/ - 3 

10 - (2-hFnt->-i-b'^'J^i) yof;k 2 

- ( 2 , 4 - i? b K a + i/ - 1 - tT ^ U S> - ;b ) x f- ;U „ 
3 - ( 2 - t Fn^-> - 4 - tXiJ i? - ^ o t: )l „ 
(2, 4, 6 - h 'J t K a 4 s - i/ - 1 - hf ^ 'J s> — Jl ) ^ 

A* , i - (2-h Fo + -/-3-h^iJ-?^^) xf 
15' )l , 4 - ( 3 - t K n + 2/ - 2 - h° ^ 'j V x )l ) ;i „ 

5- (3-bFn + ->-4-b'^iJ^-it) 
6 - (2-bFnti/-3-bXiJ^-i^) ^ * S/ 
2 - (4-^h + i/^h+*>-i-if^'Ji? — x 
^ > 3 - ( 4 - i F + •> y F + ■> - l - e ^ ij i; - yi, ) 

20 zr d t? ;k 2 - (2, 4--;n*i/n + ^- i- t 

^ 'J x ;u ) x f- ;b £ m <D tf ^ U : J y Jf _b (:: ft ft £ £ L 
T*»ltXJiT/U3 + sxS8»©ft**7&< 1 ~ 6 OliX 
li^Slt^T^ 3>-/|t^5 7;^^i/7;i/3 + -/| 
* l ~3if ts: £ ® & § N 7A/*>i/g&#*<$368i i 

25 ~6 0l|Xli^ftlt7;^;Ht'*§ bXij i;- ^ 
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10 uMT^ + fW^a + fii^tt*!** 

2 , 6 - / * * " 1 " b ° ^ ,j ^ ' ;K 4 - ^ f- ^ T J 
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_ i _ e □ ij *j - ;b , 4 - (2-/^^^' :/xf 
;1/ ) _ i - \£ k y -J — )l< ^ 2 - t K o * y > f- Jl - 1 - 
25 fo'J-^^K 2 - / * * 7 $ ; * ;!/ *' - * - 1 - tT 
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1 -t'n'i^-^K 1 . 1 - -7 * * 7 - 3 , 4 , 5 , 6 
-r Fd - 1, 2-f-Tt>>-2--f7K 4 - 

(2-h Fo + i/ifil/) - 1 - h? ^ 7 S> — Jl „ 4 - -7 
5 y ;b T S J - 1 - e ^< 'J - )V „ l , i - *j -t * 7 - 
2-^;fT-/ij s> - ;k 3 - t k n + -> - l - tr o i; 
'J — ;i> „ 2 - -7 y f- ;l/ T ^ y - 1 - t? n y ^ ;U , 4- 

4 - ( 2 - x h 

+ ->xh^->)-l-h°^'J^-;U. 3 - 7° a # * i/ 7° 
10 o # ^ £/ - 1 - tf a 'J ^ — )l % 3 - (4-7*h*^7*h 
^ '7 ) f t t ;b t> 'J A 2 - (5-^<>^;U^+^^7 

^ ;u * 7 ) €**'J 3 - (6-^^i/;u^-+^^ 
4- S/ ;U * * 7 ) - 3. 4, 5. 6-fF7tFn-|, 
2-^T^>-2--f;l/ > 2-t+V-5-hFn + ^ 
15 - 1 - to ij <?;A, 4 - ^ f- )l - 1 - h° ^< 5 7 

- ;!/ , 2 , 4 , 6 - h 'J y f - l - t'^'J 3 
-if i- 1 -enij^A, 3 - 7 s □ b° )l - 1 - e ^ 
7 7 — ^ . 3-yf^t^*'j;, 5_ :7 *^;i,_2-f- 
t«^*'J A 2 - 7 ; ; - 1 - h' d ij i; - , 4- 

20 (N-yf;i/-N-7 , atf;UT$7) - l - t° ^ 7 

;K 3--^f^7;;-l-h'^7^-JK 3 - ( N 

-if^-N-'OfH - y) t;htJ);, 2 - 7 ^ 

# =. )\, - 1 - t' d ij r. )l ^ 3-yfA7;y*;H - - 
25 ;U - 1 - fcf ^ 'J 7" x ;^ 2-if/b7U*i^^iK 
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10 Jl ? - ji ® jl xr- )Um, t*7f 

> . ¥£fifcry-tr5>f K ^ £ ¥ tf £ ft S o SWSItLT 

n& $ n s ic Jittjws use $ n> aojt 

li 7jc , xf ^7;b3-;K 7 u tf u > f <J n - ;u „ x h 
f7'J^TA3-^, sK U * -> x f- 1/ > y ;U t" ^ > It 

B»i^f^a$**if^n5o $ , c com &mm&® 

25 #SfciH0E3lfi$*(C£W£tt3'<£--lft5S (1) © 
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■%£&&®* 1 ~ t 0 **** » * L < {i 1 ~ 3 ° " 
9d T * 5 o 

io ft. hci***^^******* &t*>l 

3 o 

is ( i) o ft ^ ^ ^> * i B ^ 

0 ^ «fc o 
if 5 o 

##0J 1 

! _ ( 2 - 7 ; / 1 f ^ ) - 4- ^b^->^^ :/t0 
25 i^-ASOOilBS + l^TUHU^lB** 
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t5o toisi&tci 0 % P d - C 5 g^i^tfi, 
JI £ * » fb # »; ^ a 7jc & $ t y ;u # y t U ftixf 

£ g * ?- £ <, Hbn^aa^i/ij *yA*5A^D7 h 

7 =7 1 4 - 1 0 % y * y - ;t/ - ? o a * ;l, 

A ) CI T ft Sg L T, 25. 5 0g©l-(2-^>^;U 

10 a o 

1 H-NMR (CDCh ) 5 ; 

1 . 3 5-1. 7.5 ( 4 H., m) „ 1 . 75-2. 0 

■ 

(2H, m). 2. 0-2. 2 (2H, m). 2. 47 
15 (2H, t , J=6. 1Hz), 2. 6 9 ( 2 H, t, 
J = 6 . 1Hz), 3. 37 (3H, s ) „ 3. 5 - 
3. 7 (1H, m). 3. 80 ( 2 H, s). 4.68 

(2H, s ) , 7. 2-7. 4 (5H, m) 0 

# n m 2 

20 T-'J >-i&mik3. 0 gSCF h 'J xf ;17 ; > 7ml 
1. 7il*»Tt5. Sfii:t 3^Haffi % fift 

25 ^ - n - "\ * If > J; <9 IS & lb L . 2. 4 5 g © N - ( 2 
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# 6 nfcN- (2-*"T***> T^-J >2. 4 5 

thlj ^2. 45g^MJxf;l7;>2. 3 ml CD 
5 T -tr h ^ h U Jl 3 0 ml®®®®.* 1 . 5 * HI tt * «* * 

BL&mz**** ****** *** 
nT «»ti. si^*^^ **nfc»**-:"J 

;u . n -^**y= 1:1) tlTmStT, 3 . 6 4 g 

io ciMT-'jy*^^^*)-*-^*'^ 

h4 ,.yt^'J^>3. 6 4 g CD x h 5 t K a 7 5 > 1 0 

l. 5 nlR Cf* I . 5 ml£SHX.> Mif^tKI, » 
aftaSKSB*^ 3 - 4 1 gcD 1 - ( 2 - 

20 S6. 

'H-NMR (CDCi s ) 5 ; 

1. 6-1. 7 ( 2 H, m) > I - 9 ( 2 H, m), 

2 . 2 ( 2 H , m ) > 2 . 6 0 ( 2 H , t . J = 6 H 

25 z ) . 2 . 9 ( 2 H . m ) . 3 . 1 4 ( 2 H . t . J = 
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6 H z ) . 3. 37 (3H, s). 3. 6 (1H, m), 
4 . 69 (2H, s). 6. 7 (2H, m), 7. 18 
(2H, d d, J=7. 3 H z , 8. 5Hz) c 
#%0J 3 

5 l - ^>-?;i/t+->*;i/t:-;i/ - 4 - ^ h + ^nt 
-> - L - 7 u i) > I 9. 3g, is 9 o + i/ )l J =f- )l t 
i > S . 5mlStfN-b Fd + ^^\^|^ ; F7. 5 
g CD 'J-t y 2 0 07^^^C^^{CT^^^n^\^> 
Kl 3. 4g*lD^, HfiSi:r, 2B# 

?dvK77^ - ( & ffi & ; %%*9J-h/>?uu 
CtiSlt, 2 1 . 2gON-(l-^<>^ 
)llr * i; 1j )l - )\, - A - t h * i/ J j^^cy-L-^n 

ibn/:N - (1 - ^ > i? ;U * ^ :> tj ){, «K r. ;u - 4 - 
^ h + i/^ i>tJ/-L-^oH) - N- ^^n^+i/ 
;U ^ ;l/ T * > 2 1. 2 g O x ^ ; - ;b 2 0 O^^iSi: 
20 1 0%Pd-C2g^U^ 3N?BI*3ltg&jto*-So ft* & 
aS$£g£LT. 14. 9 gCDN - ( 4 - ^ 
h +■ i/ J h + i/-L~^niJ;|/) -N-->?o>\*-/;u 

25 'H-NMR (CDCf 3 ) 5 ; 
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0. 9 - l . 8 ( 1 1 H. m) . 2. 0 ( 1 H. m> . 

2 5 ( 1 H, m) . 2. 9 6 ( 1 H, d d, J = 

3 8HZ , 1 2. 5Hz) . 3. 0 8 C2H. dd. 

j=6. 5Hz. 1 2. 5Hz) , 3. 24 (1H. d . 
5 J= i 2 . 5Hz) . 3. 3 7 (3H, s) . 4. 1 5 

( 1 H, t , J = 8 . 3Hz). 4 . 3 ( 1 H. m ) . 
4. 6 2 (1H. d. J=7Hz) , 4. 6 6 (1H. 
d> J = 7 H z ) . 7 . 9 4 C 1 H. b r ) . 
###1 4 

111 fcllCbt, 1 - (2-S/*n*>** T5 ' :t 
_ 4 - y b K+i/tf^U 4. 3 g * * 

15 $f?feiAtt 

'H-NMR (CDCi 3 ) 5 ; 

1. 3-2. 0 (18H, m ) . 2. 05-2. 2- 

(2H. m) . 2. 4 4 (2H. t. J = 6. 1 Hz) . 

2 5 5 _2. 8 5 (5H, m) 3. 3 7 (3H, s) . 

20 3 . 5 - 3. 6 5 ( 1 H, m) 4. 6 8 (2H. s) o 

#J 5 

25 _ ?no:/a^v;^*-^n "J K0\ 4 9d?*iSiT 
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SI S * , i/'Jn'i^D7^77^- ( & ft $ ; 2% 
^;-;b/i?^Do^>) ic x ft S L T , 1. 2g 
5 ©1- {2 - [ N - (3-?nn^nt a ;ix;l/*-;l) 
-N-->?ot?f ^7;;] xf ;H - 4 - y b + ^ 
^ h 4- •> fc? ^ ij s; > £ # £ 0 

'H-NMR (CDC^ 3 ) 5 ; 

10 1 . 3 5 - 2. 0 5 ( 1 8 H, m ) . 2.15- 

2. 3 5 ( 4 H, m) , 2 . 57 (2H, t ) % 2 . 7 

-2. 9 ( 2 H, m). 3. 16 (2H, t, 

J = 7 . 6Hz), 3. 27 ( 2 H, t, 

J = 7 . 0Hz), 3. 37 (3 H, s). 3. 5 5- 

15 3. 7 (1H, m). 3. 69 (2H, t , 

J = 6 H z ) . 3. 75-3. 9 (1H, m), 
4.68(2H,s) 0 
6 

20 5 3. 3g&tfffiB&®^h>Jt7A3 2g©7j<:5 0 0^& 

cfx^ y 2 o omemmz 1 stammer z> 0 3 

fcg|8^*£Jn*.*fHJ&£aiJRLT, 4 7. 5 g © 6 - 
( 4 - t K a * •> X ;l/ * — Jl 7* h + i/ ) * ;u ^ x f- 'J ;u 
25 £8S 0 fife»*tto 
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##0>J 7 

6 _ (4 - t h'a + ->U*-^h^) **** 
fIJA4 7. 5 gCtt'^ft'J > 3 0 0 ***** 5 

^ o n -^*?yX>m&<tLX, 48. I7g©4- 

io afef&^t^o 

###18 

Kl. 7 5g^0-Ci:tlll^. ifii:tlBlfft*. 

(BUS: *%*9 J-k/W 0 ™**^ 
20 CtffSb^ 2. 6 3 g©2-^na-6- [4- 

{N _ ( 2 - ? a a * > ^ A ) - N- C 2 - < 4 - * b 

* i ;U } :/ h * * 3 * ; ^ > * * * ° 
25 'H-NMR (CDCfs ) <5 ; 
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7 . 80-8. 05 (2H, m), 7 . 58 ( 1 H , d, 

J = 7 . 4 H z ) , 7. 15-7. 45 (5H, m ) , 

7. 07 (1H, d , J = 2 . 6Hz) , 4. 65 (2 

H, s). 4. 60 ( 2 H, s ) „ 4. 12 (2H, t , 
5 J = 5 . 8 H z ) . 3. 45-3. 60 (1H, m ) , 

3. 10-3. 45 ( 7 H, m). 2. 60-2. 80 
(2H, m) 2. 44 (2H, t, J = 6. 2 H z ) , 

I. 92-2. 22 ( 6 H, m), 1. 75-1. 92 
(2H. m). 1. 45-1. 75 ( 2 H , m) 0 

10 9 

6 - (4-?no:7|**S>) iJ;H 0 g, 

1/ if JIT i > 1 0 3 mSRa 3 ^ iti~ h 'J 0 U 3 3 g © 
V J ?■ Jl * J\, AT i F 3 0 0 a« jg & £ 8 O'CCt 8^f 

15 IS £ i* Ifc f £ <, * . i>xf Ax-fAi:tft*LT, 
2 9. I g©6 - (4-<^*7 - / *A 

1 0 

20 -ffiltmmo. 2 gRUfrm<ti- h >) V 0 . 4g© 
7X^^1 O^tCO'CICT. 6 - (3-T;;^d,1{+-/ 

•> ) * )v # x f- ju m. m& 1 . 2 8 g £ an & 3 0 * © % 

8 0*C(rTft2ll*ia«#&, 3 5 °C T ? a n $ x ^ ;t/ 
0. 5 5g$a^., Ii:3 0»|fft5, 
25 ftftxf ;n:TiH}t5, 16 Ifc v ^ * *> A 
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10 



15 



20 



nn * *>) llttlSlt, 6- (8-r;f 
* 5/ T * h 7 a * * ■> > * ;U * * * ' J * ° " 2 2 2 ^ # 

§ o 

###J 1 1 

j _ [2 - (^ot?fHf^W) x * * ] 
_ 4 -iK->/Kn^^>3. I3g&tf3- 

y 2 0.1***3*111 3* 

[2 - (4^K^^^l-^' j X 
- N * - (3 -?nn^Dt';b) ^T***. 

'H-NMR (CDCis ) 5 ; 

! . 15-1- 8 (15H, m)> 1 . 85-2. 2 
(6H, m) . 2. 2 5-2. 4 (2H, m) . 

2 . 5 1 ( 2 H. t , J = 5 H z ) . 2 . 7 5- 

2 . 8 5 ( 2 H. m) . 3 . I 0 ( 2 H. d . 

j = 7 . 5Hz). 3 . 25-3. 3 ( 4 H, m ) . 

3 . 3 7 (3H. s) . 3. 5 5- 3. 7 (3H. m) 

4 . 6 8 ( 2 H , s ) o 



25 
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91 



#*W12 



HN 



/ CH 2 CH 2 N^-OCHi OCH 3 



\ 



CH.-Q 



H-NMR (CDClj ) 6 ; 
0. 8-2. 0 (15H. mK 2. 13 C2H. mK 2. 4 4 (4H. m) , 

2. 66 C2H. t. J = 6HzK 2. 75 (2H. mK 3. 37 (3H. sK 

3. 5 7 (1H. m) , 4. 6 8 (2H. s) 

mmi 3 



HN 



CH 2 COj C 2 Ha 



CHj 



! H-NMR (CDC 1 j ) 8 ; 

1. 28 (3H. t. J = 7. 2Hz) . 1. 4-1. 9 (15H. m) , 2. 42 
(2H. d. J~6. 5Hz), 3. 39 (2H. sK 4. 19 (2H. q, 

J=7. 2Hz) . 

#SM14 



,CHi CHa N VoCH 2 OCH 3 
HN - ^ 

X CH 2 -Q 

H-NMR (CDC I j ) o ; 



1. 2-2. 0 (12H. mK 2. 1 (2H. ra) v 2. 4 7 (2H. t. J = 6. 2 
Hi) % 2. 6-2. 8 (2H. m) N 2. 70 (2H. t. J = 6. 2Hz) , 
3. 3 7 (3 H. sK 3. 4 2 (2H. mK 3. 5 7 <1H. mK 3. 9 6 
(1H. mK 4. 68 (2H. s) 
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im 2 ] 



HN 



/C H* CH, CH: N^-OCH. OCH 3 



\ 



CH 



*H -NMR (CDC 1 . ) 6 ; 

1 2-2. 0 C2 1H. m). 2. 1 (2H. m) - 2. 3-2. 7 C6H. »K 
2. 8 (2H. m), 3. 3 8 (3H. s) . 3. 6 (IK. m) , 4. 70 
C2H. s) . - 



HN 



^.CH* CHz N^-0CH 2 0CH 3 



'h-NMR (CDC 1, ) 5 : 

1 6(2H. 9(2H. mK 2. 1C2H. »K2. 4 8 (2H. t. 
J=6Hz), 2. 67 (2H. t. J=6HzK 2. 7 (2H. mK 3. 37 
C3H sK 3. 6 (1H. m) , 3. 86 C2H. .K.4. 68 (2H. sK 
7 4 3 (2H. d. J-8H»). 7. 61 (2H. d. J=8Hz) 



S3?PJ17 



HN" 



CHa CH 2 N^-OCH 2 OCH3 



\ 



CH 2 H^-CH 3 



'h - NMR (CDC I , ) S : 

1. 6(2H. m>.l. BC2H. ») . 2. 1 CZH. «K2. 33C3H. s) 
2 47 (2H. t. J=6Hz) . 2. 68 (2H. t. J = 6Hz) , 2. 7 
(2H mK 3- 37 (3H. sK 3. 6 CI H. mK 3. 76 (2H. sK 
4. 68 (2H. sK 7. 12 (2H. d. J-8H1K 7. 20 (2 H. d. 
J = 8Hz) 
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ca 3 ] 



8 



HN 



/ CH J CHj N^-OCHj OCH 3 



\ 



CH 



H-NMR (GDClj ) 5 ; 



1. 6 C2H. m) „ 1. 9 (2H. mK 2. 12 C2H. m) v 2. 4 7 (2H. 
t, J = 6HzK 2. 6 5 (2H. t. J = 6Hz) . 2. 7 (2H. mK 3. 3 7 
(3H. s) „ 3. 6 (1H. mK 3. 7 6 (2H, s) % 4. 6 8 (2H r s) , 
7. 15 (1H. dd. J=2H 2 , 8Hz) ; 7. 38 (1H. d. J = 8Hz) „ 
7. 43 C1H, d, J = 2Hz) 



C>2 H« 



/ 



HN 



CH 2 *Q 



V CH 2 -^ 0CHa0CH3 
'H-NMR (CDC i j ) 6 ; 

1. 07 (3H. t. J = 7. 2HzK 1. 2-1. 7 (17H, mK 1. 9 
(2H. mK 2. 3 (2H. mK 2. 4 0 (2H. d. J = 6. 8Hz) > 2. 
(1H. dd. J = 6. 5Hz. 11. 5 Hz) , 2. 7-2. 9 (3H. m) , 

3. 36 C3H. sK 3. 43 (1H. d d. J=6. 2Hz. 9. 8Hz) , 

4. 2 (1H. mK 4. 62 (1H. d. J=6. 8HzK 4. 65 (1H. d 
J = 6. 8Hz) 



53 
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C* 4 3 



gdfW2 0 



HN 



CHa CHj N^-OCHz OCHa 
X CH a -/\oCH3 



! H-NMR (CDC 1, ) -5 ; 

1 6C2H.-K1. BC2H.-K2. 1 C2H. ») . 2. 4 5 (2H t. 
j=6Hz).2. 68 (2H. t. J-SHO.2. 7 C2H. mK 3. 37 
(3H s).3. 5C1H. mK3. 75C2H. sK 3. 87C3H. s) , 
3 89 (3H. s) , 4. 68 (2H. Q.'6. 8 (3H. nO . 



HN 



/ CH 2 CHj H^OCH* OCHa 



\ 



CH 2 

C 



l 



H-NMR (CDC 1 j ) 5 ; 



! 6(2H. m ).l- 8(2H. m ).2. 1 C2H. »> . 2. 4 8 (2H t. 
J = 6Hz) . 2. 69 (2H. t. J=6Hi) . 2. 7 (2H. mK 3. 3 7 
(3H. O.3. 5(1H. m>,3. 89 C2H. sK 4. 67C1H. .) . 
7 i B-7 24 (2H. nO , 7- 34-7. 40 (2H. m) 



3£*fl2 2 



HN 



/ 
\ 



CH 2 CHj N 



CH 



■-0 



Y 



CH 2 OH 



l H-NMR (CDC 1 3 ) 5 ; 

0 80-1 00 (2H. m). 1. 10-1. 90 (13H. m). 2. 30- 
2. 95 (8H. m). 3. 10-3. 20 C1H. ») . 3- 3 0- 3. 4 0 (1H. 
m"> - 3. 50-3. 80 (1H. m) . . 
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C* 5 ] 



#*«2 3 



,CH 2 CH a N 



CH 2 



CH 2 OH 



H-NMR (CDClj ) 6 ; 



1. 6 0-1. 9 5 (5H. m) % 2. 2 5-3. 2 0 (7H. mK 3. 3 5- 
3. 9 0 (4H. m) N 7. 20-7. 4 0 (5H. m) 
£%H2 4 



/ 



CH 2 CH 2 N 



"0 



CH 2 OH 



H-NMR (CDClj ) 5 ; 



1. 5 0-2. 0 0 (4H. m) , 2. 2 5-2. 4 0 (1H. m) , 2. 5 5 

2. 7 0 (2H. mK 3. 0 0-3. 6 5 (6H. mK 6. 5 5-6. 7 5 
(3H. mK 7. 10-7. 3 0 (2H. m) 



HN 



CH 2 CH 2 N 



CH 2 -^ OCH 2 0CH 3 



'H-NMR (CDC 1 j ) 6 ; 

1. 20-2. 00 (1 9H, mK 2. 15-2. 75 (7H. mK 2. 90 

3. 20 (2H. m) , 3. 36 (3H. s) % 3. 4 0-3. 6 0 (2H. m) , 

4. 63 (2H. s) 
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im 6 ] 



O 

h 

CH* CHs N. 

CHj v_/ 0CH2 OCHl 

! H-NMR (CDCIj ) 6 ; 

! 80-2 65 C7H. m) , 2. 85-3. 00 (1H. m) . 3. 25- 
3 . 95 C9H. m). 4. 40-4. 70 C2H. m) . 7. 20-7. 45 
(5H. m) . _ ■ 




£35H2 7 

/ CH 2 CH 2 Nj 

CHl v_/ C0N CCH3) 2 

'h-NMR (CDC 1 3 ) 5 : 

1 70-2 15 C4H. m). 2. 25-2. 40 C1H. m) , 2. 60- 
2 " 80 (4H. mK 2. 94 C3H. O , 3. 04 C3H. s). 3. 16 ClH. 
br t J =6. 5Hz) . 3. 3 6 ClH. dd. J=9Hz. 6. 5Hz) . 
3. 48 (2H. s). 3. 7 5-3. 90 C2H, m) . 7. 20-7. 40 
(5H. m) 


OH 

/ CHj CHj N 

HN ^-^ I 

" N CH:-(j CH: OH 

'H-NMR (CDC I j ) S : 

1 7 5-2 00 (2H. m) , 2. 20-2. 8 0 (7 H. m) . 2. 85- 

3 " 15 (2H. m) . 3. 2 5-3. 5 0 (2H. m) . 3. 60-3. 80 C3H. 

ml 4 3 5-4. 4 0 ClH. m) > 7. 20-7. 4 0 (5H._m) . 
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[in 



##H2 9 



HN 



CH S CH» N 



CH 



OCHs OCH3 



OCHj OCH3 



-NMR CCDC I 3 ) 5 



1 H- 

1. 2 0-1. 90 (1 5H. m), 2. 3 0-2. 7 0 (7H. m) „ 2. 8 0- 

2. 95 (2H. m) , 3. 37 (6H. s)\ 3. 70-3. 8 5 (2H. m) , 
4. 1 3 (2H. brs),4. 6 5 (2H. d. J = 6. 5 Hz) % 4. 7 1 C2H. 
d. J =6. 5Hz) 

»a?W3 0 



HN 



/=N 

CH : CH 3 

ch -0 



H — NMR (CDC 1 j ) 6 : 



2. 97 (2H. t. J=6Hz) % 3. 77 (2 H. s). 4. 05 (2H. t. J « 
6Hz) s 6. 95 (1H. s) , 7. 07 C1H. s). 7. 20-7. 4 5 (5H. 

m) . 7. 5 1 (1H. s) 

a£5PJ3 1 



HN 



/=N 

CHj CH? N^J 



CH* 



^7 



1 



H — NMR CCDC 1 3 ) o : 
1. 0 0-1. 7 0 (1 5H. m) . 2. 3 4 (2H. d. J =6. 5Hi), 2. 8 7 
(2H. t. J=6Hz) .. 3. 98 (2H. t. J=6Hz) » 6. 89 (1H. s ) . 
7. 0 0 C1H. sK 7. 4 5 C1H. s) 



WO 93/04042 



98 



PCT/JP92/01041 



[« 8 ] 



IN 



>0 

'H-NMR CCDCIj ) <5 : 

3 85 C2H. .)A 93C2H. .K 7. 10-7. 4 0 C7 H. m) v 

7 ! 64 C1H. dt. J-7. 5Hz. 2HzK 8. 56 C2H. brd. 

J = 5Hz) _________ — — 



fc^W3 3 

CHj CH 

.CH: CH: N 



7 COOC (CHa ) 3 



HN 



l H-NMR (CDC 1 , ) «5 : _ 
1 20-1 8 0 C21H. nO. 1. 46 <9H. 2. 43 (2H. d. J- 
6 ' 5HO,2. 76 (2H. t. 3=6. 5Hz).3. 30-3. 60 <6H. 
m ) 3 7 5 _ 3 . 90 C2H. m) . 4. 59 (1 H. brs) 

o x 

>.-@ 

'H-NMR (CDC 1 , ) 5 : 

_ 44 (2H. br,), L. 76 (6H. b r s> . 3. 00-3. 20 (2H. 
mi, 3 35 (2H. .K 3. 4 5-3. 6 0 UH. «) , 3. 75 (2H. s) 
3. 80-3. 9 5 (1H. m) » 3. 95-4. 10 (1H. m) . 7. 15- 
7. 3 5 (5H. m) . . 
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im 9 ] 



#%W3 5 



HN 



0 

/ CH 2 C-N >-OCHj OCH 3 



\ 



CH 



i 



H-NMR (CDC 1 j ) o 



1. 15-1. 8 0 (15H. mK 1. 8 0-2. 0 0 (2H. mK 2. 10 
(2H. brsK 2. 4 3 (2H. d. J =6. 5HzK 3. 2 0-3. 3 5 
(2H. mK 3. 3 8 (3H. sK 3. 4 3 (2H. sK 3. 60-3. 7 0 
C1H. mK 3. 7 5-3. 9 0 C1H. m) , 3. 9 0-4. 0 5 QH. mK 

4. 70 (2H. s) " 

£*W3 6 



HN 



/ CH 2 CH 2 



\ 



CH 



H-NMR (CDC 1 j ) 5 : 



1. 2 0-1. 8 0 C21H. mK 2. 3 0-2. 4 5 C9H. mK 2. 6 8 
(2H. t. J = 6Hz) 



*£Sf*J3 7 



CH 3 

h 

,CHj CH 2 N ) 

hn y 

^CHj-/^ CHa 



H-NMR (CDC lj ) S ; 



1. 14 (6H. d. J = 6. 5Hz) , 1. 20-1. 80 C2 1H. m) . 2. 40 
-2. 5 5 (4H. m) % 2. 6 0-2. 8 0 (4 H. m) 
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[11 0] 



CHj CH? N 0 

/ _7 

HN 



l H-NMR (CDC I, ) 5 : 

1. 20-1. 70 (1 4H. mK 2. 40-2. 85 C12H. mK 3. 70 
(4H. t. J = 6Hz) . 



£#H3 9 



/ 
HN 



, CH 2 N^V 



*H-NMR (CDC 1 j ) S ; 

1. 20-1. 8 0 (19H. mK 2. 4 0-2. 60 (9H. mK 2. 68 
(2H. t. r = RHz) .3.95 (4H. s) _ 



/ CH J CH ? N^-N (CHa ) z 

HN 

X CH 2 




l H-NMR (CDC Ij ) S : 

1 20-2. 2 0 (2 2H. mK 2. 27 (6H, s) , 2. 35-2. 50 
C4.H. mK 2. 67 (2H. t. J=6HzK 2. 93 (ZH. brd. J 
12Hz) 
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[in] 



#SW4 1 



HN 



.CUj CH2 N N-CH? CH 2 OCH 2 OCH3 



\ 



CHi 



^7 



[ H-NMR (CDC lj ) 6 : 

1. 2 0-1. 80 (15H, m), 2. 3 5-2. 70 (16 H. m), 3. 3 6 
C3H. s) . 3. 66 (2H. t. J = 6Hj) % 4. 6 4 (2H. s) 



HN 



,CHj CH2 N N-CHa CH a OH 
\ 



CH 



H-NMR (CDC 1 j ) 6 



1. 5 0-2. 0 0 (5H. ra) % 2. 4 0-2. 6 5 (1 1H. mK 2. 7 0 
(2H, t. J = 6Hz) . 3. 60 (2H. t. J = 6Hz) , 7. 20-7. 40 
(5H. m) 



£#014 3 



HN 



/ 



CH 2 CH 2 N VOH 



0" 



H-NMR (CDC I j ) 5 



1. 40-2. 00 (1 0H. m) . 2. 17 (2H. b r t. J = 9Hz)s 2. 62 
(2H. t. J = 6Hz) , 2. 7 0-2. 9 0 (2H. m) » 3. 1 5 (2H. t. 
J = 6Hz) . 3. 65-3. 8 0 (2H. m) % 4. 30 (1H. brs), 
6. 6 0-6. 7 5 (3H. m) . 7. 15-7. 3 0 (2H. m) 
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[112] 



/ 



CHj CKz OH 



CH, CHj N 
HN _ CH 2 CH 2 OH 

X CH 2 - 



■-0 

l H— NMR (CDC1 3 +D 2 0) 6 : 
2. 60-2. 80 (8H. m) . 3. 58 
(2H. s) s 7. 2 0-7- 5 0 (5H. m) 



(4H. t. J = 5Hz) .3.77 



N VoCHs 



CH 2 CH 2 N^y-OCHs OCH 5 



l H-NMR (CDC 1 3 ) 5 ; 

1 0-2 0 U4H. mK 2. 0 5-2. 2 C2H. mK 2. 3-2.5 
(3H. mK 2. 6-2. 8 (4 H. m) , 3. 70 (3H. s) , 3. 5-3. 65 
(1H. m) , 4. 68 (2H. s) . 



g^R4 6 



HN 



CH 2 C.H* N 



CH 



CHs OCHj OCHj 



'h-nmr (CDC I j ) S : 

0. 8-2. 0 (15H. m) . 2. 25 (1H. d d) . 2. 4-2. 55 (2H. 
m) % 2. 5 5-2. 9 5 (4H. m) . 3. 0-3. 15 (2H. m) . 3. 37 
(3H. sK 3. 4 0-3. 5 5 C2H. m), 4. 6 4 (2H. s) 
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[113] 



HN 



CHa CHa 



CHj 



0 




'h-NMR (CDC lj ) 6 ; 

2. 25-2. 4 C2H. m) * 2. 84 (2H. t. J = 6. 3Hz)> 3. 10 

3. 3 0 (6H. m) . 3. 8 2 (2 H. s) . 7. 2 0-7. 4 5 (5H. m) 



&4fPJ4 8 



HN 



/ CHa CHa N^-OCHj OCHj 
\ 



CH 



H 



H-NMR (CD C 1 j ) 6 ; 



1. 6-1. 75 (2H. m) , 1. 9-2. 05 (2H. m) . 2. 15-2. 35 
(2H. m) % 2. 4 9 (2H. t. J = 9. 3 Hz) . 2. 7-2. 8 (4H. m) . 
3. 37 (3H. s) . 3. 6-3. 75 (1H. m) , 3. 96 (2H. s) , 
4.68 (2H. s) . 6. 9 7 (2H. s) 



£#H4 9 



HN 



/ CHa CHa N^-0CH 2 OCH 3 



H-NMR (CDC 1 3 ) 5 



1. 5-1. 75 (2H. m) . 1. 8-2. 0 (2H. m) . 2. 05-2. 2 
(2H. m) „ 2. 4-2. 85 (6H. m) „ 3. 37 (3H. s) . 3. 5- 
3. 65 (1H. mK 3. 93 (2H. sK 4. 68 (2 H. sK 7. 15 (1H. 
dt. J = 5 Hz. 2HzK 7. 25 (1H. dd) , 7. 64 (1H. dt. 
J=5Hz. 2Hz) , 8. 55 (1H. dd) 
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[ % 1 4 ] 



CHj CH: N^yOCH 2 OCHa 

HN 



(2H. m ),2. 4TC2H. t. J=6Hz).2. 65-2. 8C4H. «> 
3. 36C3H. O.3. 5-3. 65C1H. m ) , 4. 

C2H. O, B. 85-7. 0 C2H. m) . 7. 2 C1H. d d. J-l. 5Hz. 
5 Hz) ____ ■ 



1 5 {w^rfk-&©*^*o 

[115] 



OCHs OCHa 

H1 y] 



l H-NMR (CDC 1 , ) <5 ; 

! 5 _! 7 C6H. m) . 1. 87 C1H. m) . 2. 16 C1H. ddd. I- 
x" 9Hz. 7. 5Hz. 13. 2Hz). 2. 93 CI H. d d. J-3. BK.. 
H 9Hz). 3. 39 (3H, s). 3. 3-3. 5 (3K. ») , 3. 8 C2H 
», , 4. 09 C1H. t. J-8Hz). 4. 3 (1H. m) . 4. 65 (2H. 



1 6-12 2 C^tft^i^^^o 
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[116] 



CI (CH 2 ) a SOj N 



/ 
\ 



CH, 




CHj 
0 CH 3 



CH 



H-NMR (CD C I j ) S ; 



0. 85-1. 0 5 (2H. mK 1. 1-1. 3 (3H. m) , 1. 35 (3H. s) 

1. 45 (3H. b) „ 1. 65-1. 85 (6H, m) „ 2. 25-2. 35 (2H. 
m) . 3. 05-3. 4 (6H. m) , 3. 6-3. 7 5 (3H. m) » 4. 0 5- 
4. 15 C1H. m) . 4. 2 5-4. 4 (1H. m) 



#*H5 3 



C 1 (CH 2 ) 3 SO? N 



/ CH a CHs N^-0CH 2 OCKa 




H-NMR (CDC l i ) 6 ; 



1. 5 5-1. 75 (2H. m) „ 1. 8-1. 95 (2H.~mK 2. 15-2. 25 
(2H. mK 2. 3 1 (2H. dd). 2. 4 5 (2 H. d. J=6. 7HzK 

2. 6 5-2. 8 5 (2H. m) , 3. 2 8 (2H. t. J = 7. 7 5Hz) , 3. 3 6 
(3H. s) ,3. 5-3. 6 5 (1H. m) % 3. 6 6 (2 H. t. J = 6. 3Hz). 

3. 81 (2H. t. J = 6. 7Hz), 4. 66 (2H. s) „ 7. 3-7. 5 
(5H. m) 
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[II?] 



/ CH J CH a N^-0CH 2 OCHs 

CI (CHa) a S0 2 
l H-NMR CCDCIj ) 5 : 

1. 0-2. 0 C14H. m) > 2. 15-2. 35 (4H. m) . 2. 52 C2H. t. 
J=7. 1Hz) ; 2. 25-2. 37 (2H. mK 3. 19 C2H. t. J- 
7 6HzK 3. 30 (2H. t. J=7. 7Hz). 3. 37 (3H. s) , 
3. 45-3. 6 5 (2H. mK 3. 48 (2H. t. J = 6. 5HzK 4. 68 
(2H. O * _____ 

J?3?W5 5 



/ CH J CH S N^-OCH 2 OCHs 
•h-NMR (CDC 1 j ) 5 ; 

1. 45-1. 7 (2H. mK 1. 82-1. 9 5 (2H. mK 2. 05-2. 2 
(2H. mK 2. 30-2. 35 (2H. mK 2. 41 (2H. t. J-6. 5 r) 

2. 67-2. 8 (2H. mK 3. 2 5-3. 3 7 (4H. mK 3. 37 C3 H. 
s) „ 3. 5-3. 65 C1H. m) . 3. 69 (2H. t. 1-6. 2Hz) . 

4. 4 6 (2H. s) , 4. 67 (2H. sK 7- 30-7. 4 2 (5H. m) _ 



WO 93/04042 



107 



PCT/JP92/01041 



[II 8] 



C 1 CCH 2 ) j SO] N 



CH S CH, N (C s H s ) 



H-NMR (CDC I 3 ) S ; 
1. 04 (6H. t. J = 7 . 2HzK 1. 37-2. 10 (12H. mK 2. 23 
-2. 35 (2H. mK 2. 5-2. 72 (6H. nt) x 3. 1-3. 3 (4H. m) . 
3. 6-3. 7 5 (3 H. m) 



£3£W5 7 



C J (CH 2 ) 3 SOj N 



/ CH S CHs N^-OCHj OCH 3 
\ 



CH 



H-NMR (CDC I j ) 6 ; 



1- 2-2. 1 (19H. sr.). 2. 3-2. 45 (2H. mK 3. 16 (2H. d. 

J=7. 6H2) , 3. 25-3. 45 (7H. m) x 3. 55-3. 6 5 (1H. m) 

3. 7 (2H. t) „ 3. 8-4. 0 (2H. m) % 4. 16 (2H. .) . 4 70 
(2H, s) 



C 1 (CH: ) 1 SOi N 



CH 2 COOCj Hs 
CH»-£^ 



H-NMR (CDC i j ) 6 ; 
1. 18-1. 87 (18H. niK 2. 27-2. 4 2 (2H. m) . 3. 10 (2H 
d. J = 7. 6H 2 ) % 3. 29 (2H. t. J= 7 . 6Hz) % 3. 6 8 (2H. t 
J=6. 3Hz) , 4. 09 (2H. s) 4. 22 (2H. q. J=7. 1Hz) 
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[11 9] 



CH2 CHj N^-OCHz 0CH 3 

CI (CHz) 3 SO* N 

CH 5 - 



l K-NMR (CDC1, ) 5 : 

! 15 -1 7 (8H. mK 1- 8-1. 95 <2H. mK 2. 15-2. 35 
(4H. mK 2. 5-2. 65 C2H. mK 2. 75-2. 85 (2H. mK 

3. 2-3. 6 C12H. «nK 3. 67 (2H. t. 1=6. 3KzK 3. 9- 

4. 05 (1H. m) . 4. 6 8 (2H, s) . _ 



/ CH 2 CHj N^-0CH 2 OCHs 

CI (CHj) 3 S0 2 N 

CHj' 




l H-NMR (CD C 1 j ) 0 ; 

0 85-2. 0 (15H. mK 2. 15-2. 4 (4H. mK 2. 51 (2H. 
t j= 6 7 HzK 2. 7 3-2. 87 (2H. mK 3. 0 (2H. d, J- 
7' 4Hz) . 3. 24 (2H. t. J=7. 7Hz) . 3. 3-3. 45 (5H. m) 
3 5 5-3. 6 5 (1H. mK 3. 68 (2H. t. 1 = 6. 2HO , 4. 68 



WO 93/04042 



PCI7JP92/01041 



109 



[120] 



C I (CHj ) 3 SO, N 



CH 8 CH ? 



CH: 



(CHj) 2 




H-NMR (CDC 1 j ) o ; 



1. 15-1. 9 (21H. m) , 1. 95-2. 1 (2H. m) . 2. 25-2. 35 
(8H. m) , 2. 51 (2H. t. J«6. 8Hz) , 2. 9-3. 05 (3H. m) 
3. 22 (2H. t. J = 7. 6HzK 3. 34 (2H. t. J= 6 . 7HzK 
3. 69 (2H. t. J = 6. 2Hz) 

#*W6 2 " — 



/CHzCHzN N-CH, CH 2 OCH, OCH, 
CI (CH a ) 3 SOj N W 

*H-NMR (CDC 1 j ) 5 ; 

1- 18-1. 95 (15H. mK 2. 2-2. 37 (2H. mK 2. 4-2. 
(12H. m) . 3. 01 (2H. d. J = 7. 8Hz) . 3. 2 5 (2H. t. J 
7. 6Hz) x 3. 3-3. 45 (5H. m) % 3. 6-3. 75 (4H. m) ^ 
4. 6 4 (2H. s) % 
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[12 1] 



«3«6 3 

! 

CH» CHz n o 

/ \_y 

Cl CCHj ) 3 SO: N 
l H-NMR (CDC 1 . ) 8 : 

1 15-1 9 (15H. mK 2. 2-2. 4 (2H. mK 2. 4-2. 6 C6H 
mK 3. 02 (2H. d. J-7. 6HzK3. 26 (2H. t. J-7. 7Hz 
K_a_3fi (2H. t. J-6. 6Hx), 3. 6-3. 8 <6H. a) 




/ CHj ch 2 

Cl (CH«) 3 SOj N 

«.-^ 
'h-NMR (CDC i 3 ) o : 

1. 15-2. 15 (21H. mK 2. 20-2. 65 (8H. m) . 3. 01 
(2H. d. J=7. 6HzK 3. 2 6 (2H. t. J =7. 6H2K 3. 3 5 
(2H t J 6. 7Hz) . 3. 68 (2H. t. J-6. 2Hz) 


1 84096 5 

CHa CHj N 

! CI (CHz ) 3 SO, N V 

CHj-CL CH 2 OCH 2 OCH 3 

'h-NMR CCDClj ) 0 : 

1 15-2. 0 (19H. m) . 2. 1-2. 5 (4 H. m) . 2. 6-2. 75 
(1H. mK 2. 9-3. 57 (13H. mK 3. 68 C2H. t. J = 
3. 8Hz) , 4. 63 C2H. s) . 
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[122] 



OCH, OCH 3 



r~ 



C I (CH a ) 3 S0 2 N 



CH 2 CHi N 



CHj-^j\^ OCHi OCHa 



H-NMR (CDC I j ) 6 ; 



1. 15-1. 8 (15H. m) , 2. 2-2. 3 5 (2H. m) , 2. 5-2. 8 
(4H. mK 2. 8 5-3. 0 5 (4H, mK 3. 2 5-3. 4 (10H. mK 

3. 68 (2H. t. J=6. 3Hz) s 4. 12 (2H. t. J=4. 2Hz) % 

4. 6-4. 75 (4H. m) 



/ CH a CH» 

C I (CH 2 ) 3 S0 2 N 
*H-NMR (CDCIj ) 0 ; 

1. 15-1. 85 C19H. m) „ 2. 2 5-2. 3 5 (2H. m) , 2. 5- 

2. 65 (6H. mK 3. 02 (2H. d. J = 7. 6HzK 3. 24 (2H. t, 
J =7. 6HzK 3. 3 5 (2H. t. J =6. 6 Hz) „ 3. 6 8 (2H. t. 
J=6. 2Hz) , 3. x 95 (4H. s) 
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mmm i 

6 _ ( 4 - 7' a * 7 h * •> ) *^'^ ,Jin00Bg ^ 
! _ ( 2 - a: > y ;l T W Xf- ;U) - 4 - y h * 2/ > b 

* -> >J * > 7 0 0 h ' J * U 3 3 ° 

6 * hi ini fftJl * f * • ^* 

t ^ 1. 07g©6 - U - IN" [2 - 
'H-NMR (CDCis ) 5 ; 

! 5 _ 1 . 9 ( 8 H, m) , 2 . 12 ( 2 H. m) , 

2 . 5 ( 4 H, m) . 2 . 6 ( 2 H. m) . 2 .. 7 
(2H. m) . 3. 3 6 (3H, s) . 3. 6 (1H, 

m ) 3 . 6 0 ( 2 H , s ) . 3 . 9 5 ( 2 H , t , 

J=6Hz) , 4. 6 7 (2H. s) 6. 7 1 (1H, 

d , J = 9 . 5Hz), 6. 93 (IH, d, 

j = 2 . 5Hz), 7. 12 (1H, d d . 

j = 2 . 5Hz. 9Hz), 7. 2-7. 3 
( 6 H , m ) o 

n jfi «y 2 

! . 0 7g©6-[4-{N-[2-(4-^h^-> 

ji^iz-i-^'jy-*) x f- ^ ] - n - * * * 7 

25 ;/l 7' h + "> 3 AA^Xf'JAO^^-'H 0 



15 



20 
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ic i o % ia m i o-^*jn^gfi^Ti Bistro s 

l£ $ £ ? d d * A A T & # & N 1 0 % 7k iMt # U 7 A 7K 

5 % y * J - )l / ? a □ * A A ) T If S m > It x f- ;b 
-^if ;H-f^i;DS^ B B B Lt % 3 3 0mg©6- 
[4 - { N - [ 2 - (4-tFn + -/-i-t^n- 
;u ) x f- ;H - n - ^ > =J )l r i J } 7* h + ^ ] ti )l ^ 
10 Xf'Ji^'#5 0 

m p 1 2 6 - 1 3 1 °C o 

m m m 3 

6 - [4- (N-xf + ^*^jj{-;Mf^-N-i/ 
15 ^ot?f;Uf ;i) 7* h * -> ] *Jl,t^f ij;n 9 5 

meZMz.^ 5 0 °C (I T 2 H# Pi $ # 3 0 £ & £ 1 0% 
i£$?7jc&$(;:T*fnLT. IJfffi@f*£i!tJixLT. 6 9 1 
mg©6 - [4- (N-*A!K + i/yf A-N-i/^nt 
20 ? f f ^ ) 7* h + -> ] * ;i/ 1' x f 'J ;i< ^ }| § „ 

a a » 

mp 1 5 4 - 1 5 5 to 
^SfiflU 4 

6 - h Fo^i/i/il/t'Xf HO. 4 4 g , #t $ 77 'J 
25 t7A0.45g£tM-{2-[N-(3-?oo7°n 
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tf )i x A, * - fl ) -N-^?°*?^ 7 ^] x ^ 
f ;^,;[,A7; K 3 0 9 0°Ci:Tl B flfl Jt 

^|JH^7^^K77^' ( & ft $ : 5% 
^7-A/-^?dd^>) i:tfllt, 0. 7 6 
g © 6 - [3 - IN - [2 - (4-^b*^t^->- 

10 x ;u * - h ) 7 a * + •> 1 ti )l x f- 'J ^ £ # « o 
$ It €l i& $ 

■H-NMR (CDC£ 3 ) 5 ; 

7. 7 5 (lH,.d, J= 9. 5Hz), 7. 3 5. 
(1H, d, J = 9 H z ) > 7. 15 (1H, d d . 
15 J = 9 H z , 2. 6 H z ) , 7. 01 < 1 H. d . 

J = 2 . 6 Hz) , 6. 73 ( 1 H. d . 

J = 9 . 5 H z ) , 4. 68 (2H, s). 4. 1' 5 
(2H, t , J = 5 . 8 H z ) . 3. 75-3. 95 
(H, m) . 3 . 5 8 - 3. 6 9 ( 1 H. m ) 3 . 37 
20 ( 3 H. s ) . 3 . 2 2 - 3 . 3 5 ( 4 H, m) . 

2. 75-2. 90 (2H, m). 2. 55-2. 68 
(2H, m), 2. 1 8 - 2 .' 4 0 ( 4 H, m) 
1. 40-2. 05 (18H, m ) o 

25 2-^dd-6 - [4 - { N - (2-^dd^>^ 



WO 93/04042 



115 



PCT/JP92/01041 



- N- [ 2 - (4-/h*^h*^-l - t° K i) 
' i? — Jl) x^;H t i J x )l * — Jl) 7 b i/ ~\ * J 'J 
>2. 6 3 g ©M 5 0 mmm& 3 . 5 Bf ft Jn fi M Bfc f 
So ^i^iETS*LTibn/:t 6 - [4- { N - 
5 ( 2 - 2 n a 1 y i? - N - [2 - 

h * - 1 - bf ^ >J ^ ;to xf;H 7;;x;ht-- 
^ } 7' h + ^ ] ti Jl X f- ij ;u: /• * y - Jl 1 o ^ & o* 
5 & & 7jc & $ l 0 ^ £ fln , ifit'l B Ji # & . 7j< ^ 
{b 7} 'J t; A 7jc MtT/l'ti 'J ft i: L > Pixf /ifiHi 

( & ffl & ; 1 0%y^y-;t//v?^nay^>) (- ft 
t 1 . -4 g © 6 - [4 - { N - (2-^on^>s; 
^ ) - N - [ 2 - ( 4 - t F o t •> - 1 - h 4 ^ U ^ — 
15 ;LO x ^ ;u ] 7;;^)^-;n y ). + ^ j # ;l/ # x ^ 

'i ^ £ *i 3 o 

mp 147-152 "Co 
HM 6 

20 6 - (4-^>^;UTW7'h^^) U 

& (I 0 °C K T > 3-?od^d;Ox;U.-*?diJ K 
6. 6 urf £ j» T U IIi:tlB|fft« 0 giSSf^ 
1 0%£®K 7kKTffi&& > iiv^^^^Act^i 
25 1"5o»tt*a*tT?#iin/cg|aE*^^ + -9->3 0jjrf 
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cgpt, l o % 7k $ ft # M 7 a ?R & $ l o ^ £ Sn x. . 

5 7. 3 g © 6 - {4 - [ N - (3-^^ D t*^;l 
* =. ;l ) - N - ^ > ^ ^ 7 = 7 ] 7* h + •> } £ ;U X f" 
'J ;b £ f# 6 o 
^ « 

•H-NMR (CDC^s ) $ ; 
10 i. 6-1. 7 (4 H, m), 2. 25-2. 35 

(2H. m) . 3. 1 1 (2H, t, J=7. 5Hz) . 
3. 25-3. 35 (2H, m) 3. 67 (2H, t, 
J = 6 . 0 H z ) . 3 . 9 - 4 . 0 ( 2 H, m ) 4 . 4 4 
(2H, s ) , 6. 71 (2H, d, J = 9 . 5Hz) 
15 6.92 C1H, d.J=2.5Hz).7.09 

(2H, dd, J = 2 . 5Hz, 9. 0Hz), 7. 3 
-7. 4 ( 6 H, m) . 7. 73 ( 1 H. d , 
J = 9 . 5 H z ) o 

20 6 - { 4 - [ N - ( 3 - ? d d -7 o t° )l X h * - ^ ) 
_ N _ /< > ;u r $ 7 ] 7' h * '> } ft >!/ * * ^ U ^ 
1 . OgS^l, 2 , 4 . - h 'J 7 7 - 71 6 0 0 w * 1 

t*ru jfraiisfi ^7^^Dvb^77 
25 4-(gajfc:3«/*>'-^/? aD * ;l ' z * ),::T * s 
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10 



15 



ft^UJ:0ff»UT, 3 2 7 ^©6 - [ 4 
~ < N - [3 - (l, 2 , 4-MJ7'/-A-lM 

* * ] # ;U # x f- 'J ;|, £ ff 5 o 

m P 1 3 7 - 1 3 9 °C o 
^Jfifll 8 

6 - (4-^oD7'f;i) ij^6. 7 g N 

1- (2-7-yifA) - + + 

©6 - { 4 - [ 2 - (4-/h + i ;y h + 2/ _ 1 _ tr ^ 
'J -^;tO xf;l] 7;;n^) ***** -J 

20 'H-NMR(CDCi 3 )5; 

1 • 5 - 1 ■ 7 ( 2 H f m) , l . 7 5 - l . 9 ( 4 H. 
m) ^ 2 • 1 5 ~ 2 • 3" ( 2 H, m) N 2.6-2. 7 

( 2 H, m) , 2 . 7 - 2 . 8 ( 2 H, m) , 2 . 8 5 
~ 2 . 9 5 ( 4 H, m) , 3 . 4 5 ( 3 H, s ) , • 

25 3. 5-3. 65 (1H, m ) N 3. 95-4. 05- 
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( 2 H, m) , 4 . 6 5 ( 2 H, s ) . 6 . 6 4 ( 1 H. 
d, J = 9 . 5Hz), 6. 91 ( 1 H, d, 

J = 2 . 5Hz), 7. 05 (1H, dd, J = 2 . 5 

Hz, 9. 0 H z ) . 7. 39 ( 1 H, d , J = 9 . 0 

5 Hz), 7. H (1H, d , J = 9 . 5 H z ) > 
8. 00 (1H, br)o 

mmm 9 

6 - {4 - [2 - M-^H + v'^*^-!- 1 ^ 
,j y-A-) x f- )l] T i J 7' h * i/ I U )l # 7. * V & 
10 2 5 g ^ -> ^ n ^\ + /U / ^ > X /U ^ - ^ ^ ° 'i F 
1 5 gSCf h'Jxf A7 ; > 1 . 3 5al©:>?°°* 

& & £ s * -r £ 0 Sbnfcas 

^i/'j*y;b*7^?avh'y77-f- ( & Hi $ ; 3% 
15 - ^^;-/t,/^DD*^i) Ctftfil/t, 6 2 0 mg © 

6 _ {4 _ in- [2 - + 

f/^ij -y- ;i) if A] - N - is ? o ^ •> /I/ /• & * 
,1 * - 4/ T i 7 } 7* h * f ] 7J /U^' X f 'J ^ ^ '# ^ o 

$ H t£ 

20 'H-NMR (CDC^ ) o ; 

1 . 0 - 2 . 0 ( 1 9 H, m) , 2 . 1-2. 3 (2 H. 
m ) 2. 4-2. 6(2 H. m). 2. 7-2. 9(2 
H, m)\ 3 . 2 - 3 . 4 ( 4 H, m) . 3 . 3 6 ( 3 
H, s ) . 3. 5-3. 65 (1H, m) 3. 9 5- 

25 4. 0 5 ( 2 H , m ) , 4 . 6 7 ( 2 H , s). 
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6. 71 (1H, d . J = 9 . 5), 7. 13 (1H, 

d d , J = 2 . 5H, 9. 0 H z ) , 7. 34 (1H, 

d, J = 9 . 0Hz). 7. 75 ( 1 H , d, 

J = 9 . 5 H z ) o 

5 nmm 1 o 

'J;t/0. 22gS[fl - [2 - ( is ? a * ? ?■ jl J ^ )i 
0 . 3 g 0 ? o o * ;L A 3 0 ^ & $ £ § & (I T 5 PeO Jf 

A7A?n7^77^ - (mmm ; Z % 1 ? J - )l/ 
^o D y^>) IctttSLT, 0. 3 6 g © 6 - [3 
- { N - 2 - ( 4 - * h * y h * -> - 1 - h° ^ U 

15 H*'xA7W^D^+i/] 77 ji # x =f- 'J )l £ $ 3 o 
Hffiftll 1 

6 - t K n ^ i/ 77 ;U ^' X f- ij ;U 1 . 6 g , i& 77 V ^ 
A 1 . 4 gSyN-^?DtHA/f A-N- [2- 
20 4 - y h * i/ y h + -> - 1 - h? ^ >j - )l ) ifj^-N 
'- (3-?nD^nb*^) >7 1/7 4 . 2 gO^yf ^ 
* ;l/ A T ^ K 2 0 ml m m £ 8 OtCT 1 0 flu & & # -f o o 
R tfc $E £ * 7k ic & £ iA # „ Sixf ATlllitS, * & . 

»avr*i/^A-c$£«», & $ £ © * -r 3 0 ff^n/c 

25 II^->iJ*yiHD7|>r77^ - ( & ffl & ; 5 % ^ 
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^-A/^QD/n) i:J:5»8tt, 0. 76 
g ©6 - [3 - { N - [2 - ( 4 -^h + ->/h^->- 
! _ f ^ ij y ^ A ) i f- ;H - N - > 7 a * 9 =f- b * * 
Jl 7 I J } *A-^-AT^7'Dt^i/] £ ;u * X f- 'J 

5 ;i^i§o 

'H-NMR (CDCf 3 ) o ; 
7. 73 C1H, d, J = 9 . 5Hz), 7 . 40 
( 1 H . b r ) . 7 . 2 9 ( 1 H , d , J = 1 1 • 4 

10 Hz). 7. 15 (1H. dd, J=l 1.4Hz, 
2. 5Hz) , 7. 01 (1H, d. 2. 5 H z ) , 
6. 70 (1H, d, J = 9 . 5 H z ) , 4. 65 
( 2 H, s ) , 4 . 0 6 ( 2 H. t . J = 6 . 2 
Hz), 3. 15-3. 65 (8H, m), 3. 10 

15 ( 2 H. d , J = 7 . 5 H z ) , 2 . 6 5 - 2 . 9 0 

( 2 H. m) . 2 . 3 5 - 2. 6 0 ( 2 H. m ) , 

2 . 10-2. 35 ( 2 H , m ) . 1 . 97-2. 10 

( 2 H. t , J = 6 . 5Hz), 1 • 10-1. 97 

( 1 9 H , m ) o 

20 mmm i 2 

g_ [3 - (N-i/^D^\^>;i/-N-^f-^7~y 

t, ji # ^ n, ) 7° o * * •> ] ^^^^')'''0- 6 8 g £. 

tfa-y>S*mo. 8ig©h;ux>io^^^^ 

25 /:iSr->')*^ iLi?n ^ D7,> ^ 7 ^ ( & & & 
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0 . 6 9g<06-[3-(N-->^a^\+i/;i/-N-y 
f ^7 ; ;f A) y □ # + i/ ] f- * * ji tf* * 

5 Hfeft^ft 

mp 1 7 0 - 1 7 2 to 
1 3 

6 - C 3 - (N-->?n^^i/;b-N-y^;i<T$y 
ft ji # - ;i ) y o # * f ] * ;i/ # x f- u ;i/ l 3. . 7 gS 
10 5 g& ft 'J > 4 . 4 5 gffl^>-tf> 2 0 0 ^i(S^5^ 

"f-So If £ ft & £ 'J # y ;l/ # 5 A ? a v 

-f - ( fti fl£ ; 5%y^y-;t//>?^noy^>) |;t 

IS » L T , 7. 2 g © 6 - [3 - (N-^^n^+'>;U 

15 -N-;f;i/7;;ft*;H-A) y a # * ] ^ 7U 

# X 'J Jl> £ *f 6 o 

mp 1 6 7 - 1 7 0 to 

20 2 3 ~ m 5 6 c ^ -r ^ £ & * |f § 0 
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[12 3] 



-O-A-R : 
6-0 (CHj ) 3 N 



/ 

I 

\. 



CH a CH, N^-OH 




CHj- 

w: axs? 



g£fl[15 
—O-A-R : 

6-0 (CHj ) < N 



/ CH 2 CH 2 N^-OH 



\ 




CHj- 

ba 1 1 7 - 1 1 si: mm& : WJxf-*- 



WJ16 

-O-A-R : 
6-0 (CHj ) 5 



CHj CHj N M3H 



CH; 




efflB:afe»*tt jess : ism 

HA : 1 1 4. 5 - 1 1 fit Kfgfii&tt : #gif-;U- vx?;Ux-r;U 
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[I2U 



-O-A-R: 

/ CH» CHi N VOH 
6-0 (CHj ) s N v "~* 



ttA : 6 9 - 7 4 *C 3ftSS»4K : ^xf-A/x-xJU- 'Jfa tf/1/.r-x A. 



-O-A-R 



6-0 (CHa ) 4 

C 



CHj CHj CHj N^-OH 



t£S3& : Sfe»;fc*t ffJJB : itttl 

14&:124-1Z7 , C ff*£ISig« : v?x?-;l,x-f jl, 



IWSW1 9 

-O-A-R 



/ CHs CON VOH 
6-0 (CHj ) 4 N N — ^ 
N CHs 



ISfiJg : Sfe»3£tt JESS : sSJtS 

«A:129. 5-131. 5*C B&iHgftg : 9 oo**i-J>xf*x- r-JU 



HJ6W2 0 

-O-A-R 



/ CH J CON VOH 
6-0 (CH a ) s N W 



*-0 



fc£:153. 5-1 6 2. 0*C : / ^ / -Jl'- V^o f^x— f-/U 
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[12 5] 



-O-A-R 



6-0 (CHj ) a N 



/ 

r 

\ 



:OCHj N VoH 



CH 



msm-.&ts&m amimt nmr : ci) 



-O-A-R : 
6-0 CCHj ) a K 



/ CH 2 CHj N^-OH 



\ 



H 



W:S6*gB- 

ftbS : 9 6 - 9 8 *C IS*SBS# : yif to-f A 



-O-A-R 



6-0 (CHj ) a N 



/ CHs CHj N^-OH 



\ 



-O-A-R : 
6-0 (CHj ) a N 



/ CH 2 CHj ^y° H 
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[S26] 



-O-A-R: 

/CH, GHa N \-OH 
6-0 (CHa ) 4 N V — ' 



«^:113-115. 5T : yxf^-f,!, 



-O-A-R : 
6-0 (CHa ) * N 



/CH a CH, N^-OH 



■W: 14 8-1 6 11C PTtf£*g« : PRxf^ 



Attn 2 7 

-O-A-R : 

/CH, CH 2 nV-OH 
6-0 (CH, ) 4 N ^ v — ' 

t) 

ess? : «g : $jg 

HA : 116-11 8"C HISI&igfit : ftSx**- 5>i Wl - fJ1 , 

5SJSW2 8 • — — ~- 

-O-A-R : 



6-0 (CHa ) « N 



/ 
\ 



CHa CHa N YqH 



CHs 




HA: 126-1 3 IT nttimtSl:ttM**A, - yx fAl . f;b 
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[12 7] 



-O-A-R : 

6-0 CCHj ) s N 



/ CH 2 CHj N^-OH 



\ 



CH 



ba- i34-i36*c ima«it ^ / ~ A ' 



-O-A-R : 
6-0 (CHj ) s N 



^CHi CHa N^-OH 




CHj- 

HA : 7 4 -c cam w§*** mi*™- 



5S6W3 1 

-O-A-R : 

6-0 (CHj ) s N; 



/ CHj CHj N^-OH 



X CH,hQ-F 
W : KJMS=P 

HA : 1 2 2 - 1 2 5T H^ftfettE t * * / V*o f^-x^ 



-O-A-R : 

G-0 (CHj ) s N 



/ 



CHj C 



h 2 n^-oh 



X CHjhQ-CH 3 
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[12 8] 



ftttW3 3 

-0-A-R 



6-0 (CHj ) s N 



/ 



CHa CH 3 N^-OH 

x ch,-Qhcn 



WA : 1 3 1 - 1 3 31C HfcHJg« : ft«x^;U- s;xf- JWi-y j|, 



5SJ6W3 4 

-O-A-R 



CHa CHa 



6-0 (CHa ) 9 N 



N^-OH 



y 

N CH 2 ~^>-C0, H 



&Wi : Gfett5fc# : MA : 2 1 7*C 



H*tW3 5 

—O-A-R 



6-0 (CHa ) a N 



/ CHa CHa N^-OH 



X CHa-/A-0CH 3 
WtSJRK? ^OCH 3 
MaJB:»«fe^}g JBlfiS:i8*f NMR : (2) 



5&5SM3 6 

-O-A-R 



6-0 (CHa ) s N 



/ 



CHa CHa N^-OH 



Vh.-Q-C. 



W : m%B&- — s C I 
WfaS : 7 71C (#«) HfcgfcttE : St«x3^- yxf^x-fJb 
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[12 9] 



HSSW3 7 



O-A-R: [ v 

/ CH J CH 2 nVOH 

6-0 (CH 2 ) 3 N 

CHj- 



8 

-O-A-R: ^-n 

CH» CHs NVOH 

6-0 (CH 2 ) s N \^^ 
HA: 1-2 8-1 2 9. 5"C MSSttlK : * 9J-»>-V4 t'JUx-T-W 



-O-A-R: / — i 

/ CH» CH 2 NVOH 

6-0 (CHj ) s N 
W : W3kWr$- 

NMR : (3> 



*Mfl4 0 

-O-A-R : /-a 

CK 2 CH 2 NVOH 

6-0 (CHj ) s N 

CH 'f1 

W : SBHS? 

NMR : (4) 
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[it 3 0 ] 



-O-A-R : 
6-0 (CHj ) a N 



/ CH, CH, N^-OH 



*L6 : 1 3 9 - 1 4 7*C J?£ili88E : * 9 J -iU-V^f-^-y-jv 



ISS6W4 2 

-O-A-R : 

6-0 (CHa ) 4 



CHs CHa N^-OH 



CO 




itiwe : ea»3js« j&ai : ays 



f»6W4 3 

-O-A-R : 

6-0 (CHj ) 4 N' 



/ 



CHs 
CHs CHa N 



NMR : (5) 



HtSW4 4 

-O-A-R : 

6-0 (CHa ) 4 N' 



/ 

I 



CHa CHa 



0 



fttet ; 1 4 3. 5-14 6°C jftSiltettt : 5? 9 o d y > - ->W 7 a fcf Jbx — r ;U 
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[13 1] 



XtB9<l4 5 

-O-A-R 



6-0 (CHj ) a N 



CHj CHj N O 

/ w 



\ 



CH 



^7 



1 3 o-i a o. 5-c seastt:^"^^-^^ 0 ^ 1 -^ 



-O-A-R : 

6-0 (CHj } a N 



/ CH 2 CH 2 N^-N (CH 3 ) 2 



\ 



|gllfi5:«fe* + ?;'JH* NMR: (6) 



4 7 

-O-A-R: / v OH 

/CH.CH.HjCj 

6-0 (CH, } * N 

W : gyRBS? ^ 

♦SHR:!*^^*^** 

• 1 0 8 - 1 0 9X Ste&fcK : * DB*W-?-f yfo \LA,3--=rfi> 



HJ6W4 8 

-O-A-R : 



OH 



/ CH S CH, Nj 

6-0 CCH 2 ) 4 N ^ I 

CI 



:h,^ oh 



»£ : 9 4. 5-97-C PSttfigK : < V^Q'V V7Pt:4.x-f^ 



WO 93/04042 



131 



PCI7JP92/01041 



[f§ -3 2 ] 



-O-A-R: 

/ CHa CHa N 
6-0 (CHa ) * N P 

N CHj-/^ CHa OH 



».£: 12 6-1 27. 5TJ SfeSSSSt : oa/ Vfu k'Jl>^-r)V 



&mm5 o 

-O-A-R: _ 
/ CHa CHa N 
6-0 (CHa ) s N p 

CHa-/ \ CHa OH 

*£ftie:««fe*i-5y.fH* JB5S:iBK NMR : (7) 



ISJfcW5 1 

-O-A-R 

6-0 (C 



/ CHa CHa N 



^3 CHa OH 

W : BBROFP 

WWS:9 6. 5-981C : > ^ y -JU-SJ-f vro f;l-x.— rJW 



36WW5 2 

-0 T A-R: 

/ CHa CHj N 
6-0 (CHa ) a N V" 1 

N CHs-/ \ CHa OH 

».*.: 1 12-1 1 5"C SISa*W: > ^/-Jtz-y^V^of^x-r;!' 
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[$ 3 3 ] 



-O-A-R 



6-0 (CHs ) s N 



/ 
\ 



CHj CHj N 



CH; 




CON CCHa ) i 



WBM ^ NMR: C8) 



*36W5 4 

-O-A-R : 

6-0 (CH, ) a N 



OH 



/ 



CHj CHj N 



Y 



X CH S -^ CH2 OH 
W : SHRS-f 

&&:106. 5-110. 5* 



-O-A-R : 

6-0 (CH S ) s N 



0 



CHi CHj N 



/ 



X CUz-f \ CH 2 OH 



V 



«a»:*fe*+3>** NMR : C9) 



-O-A-R : 

/ CH 2 CH 7 N 
6-0 (CH 3 ) 5 N _ S N 

\h,hQ »0 
BA: 16 1-16 2*C SttB»tt: 
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[13 4] 



HI6W5 7 

-O-A-R : 

6-0 (CH 2 ) s N 



/ V 

.CHj CHj N N- CKa CH S OH 



s --o 



CHj- 



tSft?[5:*8fe*+5/;H* »ffi:9DB NMR : (1 0) 



-O-A-R : 



/ 



CH 8 CHs OH 



,CH? CHj N- 
6-0 (CH:) ,N CHj CHj OH 



CHj 



118-1211C 



-O-A-R 



/ 



CH 2 CH 2 OH 



/ CH, CHs N 
6-0 (CH 2 ) 4 N ^ X CE 4 - CH ? OH 

CH»- 



».£ : 1 0 7. 5-108. 5"C SfeilrSaE : ftgxf^ 



3SJBW6 0 

-O-A-R : 

6-0 (CH, ) « n' 



CHz CHs NHCHj CHj OH 



W : KJREC? 

*§IHB:tBfe*+7/;Hrt YM'.mti NMR: (11) 
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[S3 5] 



-O-A-R •- 

CHj C Hj NHCOCHj 

6-0 (CH2 ) < N 



X C1 



IUL •- 8 3 - 8 6°C HUM* : 



-O-A-R -■ 

CHi CHj N CCj Hs ) 7 

6-0 CCH 2 ) * 



X CHa- 



Xk£: 12 3-125-C 



3 

-O-A-R t 

^CHa C0 2 Cj Hs 

6-0 (CHs ) 4 N 



^ . 9 8 _ g g-c ffttftft* •• IW*** 



-O-A-R : 

CH 2 COj H 



/ 

6-0 (CHj ) * N 



K£ : 1 5 4 - 1 5 5*C 
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[13 6] 



H36H6 5 

-O-A-R : 

CHs CON (Ca Hs ) i 



/ 

6-0 (CH 3 ) 4 N 



w : mxm- 
mam : efet&sft* mm : am 

»&:116-120"C WSI&jStlt : ?xfto-f^ 



&%W6 6 

-O-A-R : 

CH 2 CH 2 OH 



6-0 (CHs ) a N / 



mtm : mnstamix. mm -.mm 

it* : 9 5 - 9 7 *C IftSIUgft : v?i^;i/a:-x^ 



7 

-O-A-R : 

CHi CH, OH 



6-0 (CH a ) s N X 

X CH a 



-o 



■6:168-17 IT! Sfcfifct* : * 9J-)\,-V4 77d t^x-fA 



sesswiB 8 

-O-A-R: / OH 
/ CH 2 CH 
6-0 (CH 2 ) , N /-\ CHs 0H 

W : fkHiWf- ^ 

: SfetflSliU* Mm : 3HS 

Wuft: 9 4-9 8t WltEiStt : ifSxf-^-^xf ^x-f ^ 
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[S3 7] 



-O-A-R : 



6-0 (CH ? ) s N 



/=N 

/ CH 3 CHj N^J 



NMR : (1 2) 



-O-A-R 



6-0 (CHz ) a N 



/ 
\ 



,CH: 



CH 2 > 



W:K3WFF W 
jBua-124 5-12 5. 51C 



-O-A-R •■ 

6-0 (CHj ) 4 N 



Cs Hi 



:h 2 -^oi 



/ 
\ 



SbJi: 100-102TC 



7 2 

O-A-R : 
6-0 (CHj ) * N 



OH 



Y 



W: WHIFF CHj OH 

Mj*i : 1 6 4 — 1 6 5*C WWfliWK ; * 
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[13 8] 



-O-A-R : 



OH 



6-0 



(CH 2 ) 4 »TJ 



vf-.wum^ co, ch 3 

«US:132-13 6-C PjlSffiifcttE : 



74 
-O-A-R : 



OH 



I 
I 

(CH 2 ) 4 iTJ 



6-0 
W.-fiWSBt:? 

»&: 17 3. 5-17 61C HtSS*« : * 9 J -JU-lHfcc.*-* 



CON \ 



-O-A-R : 



OH 



6- 



O (CHj ) < N^J 



w-.mmmf- , conhci 

»^:165-167TC WISSrgfK : > 5 J -)l> A, 



3&5SW7 6 

-O-A-R 



6-0 (CHj ) 3 SOj N 



/ 



CHj 



157-1 5 7. 5"C Wteftig«t. : •< 7 7o/>V 
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[S3 9] 







n — A — * 
— \J A rt - 




6-0 CCHs ) - SOj 










JB3tg:3Mf 


17 9. 5*C 




386017 8 




-O-A-R : 


/ CHj ch 2 n^-oh 


6-0 (CH 2 ) 3 S0 3 




W : mftiWfr 




JBSS : SBJ6 


SLSU 181-183^ 





-O-A-R: /— \ 

/ CH S CHa N^J-OH 

6-0 (CH, ) 4 S0 2 N 
HA : 1 7 1 - 1 7 2-C StSRJ&«E : ifflx**- vx^x-x* 



-O-A-R : 



6-0 (CHz ) s SOa N 

W : BBRSi^ 
HA: 1 4 5-1 48X 



/ CH S CH, N^-OH 



\ 



CH 2 



^7 
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[14 0] 



-O-A-R : 
6-0 (CHj ) a SOa N 



/ CH J CON^-OH 

V 



IbSi : 1 6 3. 5-lG7t ??*&gfg« : WSt^i-iV- Pjl+jV^-t-jI, 



5BSMB2 

-O-A-R : 

6-0 (CH 2 ) 3 SO: N 
2 0 0-2 0 5*0 



CHj CH 8 N YoH 



■O- 



S5« : ism 



-O-A-R : 
6-0 (CH? ) a SOi N 



/ CHs CHj N^-OH 

\ 



*-0 



18 9-19 0. 51C St£ffi«8 : / 



S&&W8 4 

-O-A-R 



6-0 (CHs ) 3 S0 2 N 



/ CH 2 CH 2 N^-OH 



Y 



H 't) 



172-17 4. S*C SfeS?g«t : Xm3.*n,-i>3.*j\,^-?-)\, 
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[14 1] 



-O-A-R : 
6-0 (CHj ) a S0 2 N 



/ CH, CH 2 N^-OH 



»£:182. 5-184. 5-C WMBiam-***'-*'-* 3 -**'*--**' 



Se»W8 6 

-O-A-R : 

6-0 (CHa ) 3 SO: N 
W : SBRDS^ 
ISA: 19 2-19 5-C 



CHj CH, N^-OH 



-O-A-R : 



/ CH I CHj Q-OH 



6-0 (CHa ) 3 SOj N \^^ 
KB* : 1 6 4 - 1 6 5. 5-C StSfflSSSE : i?xf-*x-f ^ 



S?ffiM8 8 

' -O-A-R : 

6—0 (CHj ) * SO? N 

W : asis? 

: 1 6 1 - 1 6 3-C 



/ CH 5 CHj N^-OH 
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114 2] 



-O-A-R : 
6-0 (CHa ) 4 SO: N 

».*: 16 5. 5-16 71C 



/ CH a CHa N^-OH 
JBJS : iHUt 



3WSW9 0 

-O-A-R 



6-0 (CH 2 ) 4 SO; N 



/ 



CHa CHa 



0° 



H 



mam ■ eatt^tt 5&ts : am 

129-13 0. 5*C 



•O-A-R : 



6-0 (CHa ) 4 SOa N 



/ CHa CHa N^-OH 

\ 



CH 



w : msm* 

tssjt? : afe»3fci* mis -.mm : 9 b'c 
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-O-A-R 
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[15 6] 
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NMR: (19) 



(1) 'H-NMR (CDCfi ) 6 ; 

1. 2-2. 0 (21H, m), 2. 15-2. 25 

( 2 H , m). 2. 7-2. 9 (2H, m). 3. 1- 
15 3. 3 (4H, m). 3. 3-3. 5 ( 2 H, m). 
3. 6-3. 7 (1H, m). 3. 9-4. 1 (2H, 
m). 6. 71 (1H, d, J=9. 5 Hz), 
6. 9-7. 4 (3H, m), 7. 74 (1H, d, 
J = 9 . 5 H z ) o 
20 (2) 1 H-MNR(CDCi 3 )<5; 

1- 4-1. 9 (1 OH, m). 2. 1-2. 3 (2H, 
m), 2. 45-2. 55 (4H, m), 2.6- 

2. 7 (2H, m). 2. 7-2. 8 (2H, m). 

3. 54 (2H, s ) . . 3 . 65-3. 75 ( 2 H, 
25 m), 3. 86 (6H, s), 3. 97 ( 2 H , t . . 
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10 



15 



0 H Z ) 



2 
2 



0 ( 4 H, 
4 - 



20 



J = 6 . 5Hz), 6 . 7 0 ( 1 H, d , 

j = 9 . 5Hz), 6 . 7 5 - 6. 8 5 (H. m ) > 

6 . 9 1 ( H . m ) > 6 . 9 7 ( 1 H . d . J — 2 . 

Hz). 7. 13 (1H, dd, J = 2 . 5Hz, 

9 . 0 H z ) . 7 . 2 9 ( 1 H. d. J = 9 

7. 73 (1H, d, J = 9 . 5Hz)o 

(3) 1 H - N M R (C D C £ 2 ) 6 ; 

I 35-1. 7 (6H, m ) . 1- 7 

m) , 2. 0 5 - 2. 2 5 ( 2 H, m) 
2. 6 5 (4H, m) . 2. 6 5 - 2. 8 5 ( 4 H, 

m) , 3 . 6-3. 8 (3H, m) 3. 9 7 (2H. t. 
j=6Hz) . 6. 7 2 (1H. d. J=9. 5Hz) . 
6 . 9 7 ( 1 H. d, J = 2 . 5Hz), 7 . 0 5- 
7 . 2 (2H, m) 7. 3 7 (1H. d. J=9Hz) . 
7. 38-7. 58 (1H, m ) , 7 
d t , J = 7 . 5Hz. 1- 5Hz) 
d> j = g . 5Hz), 8. 41-8 

m ) o 

(4) 'H-NMR (CDs OD) 8 
t 40 -l. 95 ( 1 0 H , m ) > 
br t , J=8. 5Hz) . 2. 40-2. 90 (8H. 
m ) . 3 . 5 0 - 3. 7 0 ( 1 H. m ) > 3 . 85 

( 2 H , s ) , 4 . 0 3 ( 2 H. t . J = 6 . 5HzJ, 
6. 6 0 (1H, d. J=9. 5Hz) . 6. 9 4 

( 2 H. b r s ) . 7 . 1 5 - 7 . 3 5 ( 4 H, m) , 



6 3 ( 1 H, 

7 . 7 5 ( 1 H , 
6 1 ( 1 H, 



2 5 ( 2 H , 
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7. 92 (1H, d, J = 9 . 5Hz) 0 
(5) 'H-NMR (CDCf 3 ) 6 
1. 15-2. 00 (25H. mj , 2. 20 (2H, 
brd, J = 6 . 5Hz). 2. 45-2. 60 (2H, 
5 m). 2. 85 (2H, b r s ) „ 3. 05-3. 50 
(4H, m). 4. 01 (2H, t , J = 6 . 5Hz) , 

6. 71 (1H, d , J = 9 . 5Hz) , 7. 00 (1 

H, brs). 7. 10-7. 40 (3H, m). 

7. 76 (1H, d, J = 9 . 5Hz) 0 
10 (6) 'H-NMR (CD 3 OD) 6 ; 

I. 15-1. 90 (23H, m), 2. 01 ( 2 H , . 
b r t , J=l 2Hz) , 2. 10-2. 35 (2H, 
m) 2. 29 ( 6 H , s ) , 2. 35-2. 60 (6H, 
m ) , 3. 01 (2H, brd, J = 1 2 H z ) . 

15 4. 06 ( 2 H , t. J = 6 H z ) . 6. 61 (1H, 
d, J = 9 . 5 H z ) , 7. 15-7. 35 ( 3 H , 
m ) > 7. 92 ( 1 H , d, J = 9 . 5Hz) D • 

(7) 'H-NMR (CD, OD) o ; 

0. 90-1. 10 (2H, m). 1. 15-2. 15 
20 (19H, m ) , 2. 60-3. 75 ( 1 3 H . m ) „ 
4. 07 ( 2 H , t, J = 6 H z ) . 6. 62 (1H, 
d, J = 9 . 5 H z ) . 7. 15-7. 35 (3H, 
m ) , 7. 94 ( 1 H , d , J = 9 . 5Hz) D 

(8) 'H-NMR (CD 3 OD) o ; 

25 1.45-2. 1 fl (1 OH, m) , 2. 2 5- 
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2 . 5 0 ( 2 H. m; . 2 . 6 1 ( 1 H, b r s ) > 

2 7 5 - 3. 3 0 I 5 H. m) 2 . 98 ( 3 H. s ) , 

3 . OS C 3 H , s ) 3 . 7 7 ( 1 H . b r s ) , 

4 . 0 6 (2H, b r s ) , 4. 3 8 ( 1 H. b r d. 
5 j=i2Hz), 6. 51 (1H, d, 

j = 9 . 5Hz), 7 . 16 ( 2 H, b r s ) > 

7 . 29 ( 1 H. b r s ) . 7. 4 0 - 7. 6 0 C 5 H. 

ffl) 7 . 9 1 ( 1 H, d, J = 9 . 5 H z ) o 
( 9 ) 1 H - N M R ( C D C i 3 ) o : 
10 i . 4 0 - 2 . 0 5 ( 8 H. m) > 2 . 1 5 - 2 . 7 0 

( 5 H . m) . 2 . 9 0 - 3. 2 0 ( 2 H. m) . 

3 3 5 - 3. 8 0 ( 6 H, m ) . 3 . 97 ( 2 H, t . 

J = 6 . 5 H z ) . 6. 70 (1H, d, 

j=9.5Hz),6.98(lH, d, 

15 J = 2 . 5 H z ) . 7 . 1 0 - 7 . 6 0. ( 6 H, m ) , 

7 74 (2H, d, J = 9 . 5Hz)o 

(1 o) 'H-NMR (CD 3 OD) 6 ; 

! . 4 - 1 - 9 ( 6 H, m) , 2 . 3 - 2 . 7 ( 1 6 H. 

m) . 3. 5 5 - 3. 7 5 ( 4 H, m) . 4. 0 1 (2 

20 Ht t , j= 6. 5Hz), 6. 0 1 ( 1 H, d, J = 
9. 5Hz) , 7. 1 5-7. 4 5 (8H, m) . 
7.91C1H. d.J=9.5Hz)o 
(1 l) 'H-NMR -(CDs OD) 6 : 
1 10-1. 95 ( 1 9 H , m) 2. 24 ( 2 H , d , 

25 j = 7Hz).2.57(2H, t . J = 7 H z ) , . 
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2. 70 ( 2 H, t, J = 6 H z ) . 2 . 9 0- 

3. 10 (4H, m ) , 3. 74 ( 2 H , t . J = 

5. 5Hz). 4. 07 ( 2 H , t , J=6Hz) , 

6. 62 (1H, d , J = 9 . 5Hz) , 7. 15- 
5 7.35C3H, m),7.92(lH, d , J = 

9. 5Hz) 0 (12) 'H-NMR (CD, OD) 6 ; 
1. 30-1. 75 ( 6 H, m) . 2. 46 ( 2 H. t , 
J = 6 H z ) , 2. 77 ( 2 H, t, J = 6 H z ) . 
3. 60 (2H, s). 3. 96 (2H, t. 
10 J = 6 H z ) . 4. 05 (2H, t, J = 6 H z ) . 

6. 61 (1H, d . J = 9 . 5Hz), 6. 91 
( 1 H . s), 7. 0 5 (1H, s). 7. 10- 

7. 35 (8H, m), 7. 60 (1H, s), 
7. 91 ( 1 H, d . J = 9 . 5Hz)o 

15 (1 3) 'H-NMR (CDC1 3 ) 5 ; 

1. 2-1. 9 ( 1 9 H , m). 1. 95-2. 1 
(2H, m ) , 2. 15-2. 25 (2H, m) 

2. 4 9 ( 2 H , t ) , 2. 7-2. 85 (2H, m). 

3. 1 (2H. d . J = 7 . 5 H z ) . 3. 2 7 ( 2 H, 
20 t) , 3. 3-3. 45 (2H, m) . 3 . 6 5 - 

3. 8 (1H, m ) N 4. 07 (2H, t, 
J = 6 H z ) , 6. 7 ( 1 H, d. J = 9 . 5Hz) , 
7. 00 (1H, d, J = 2 . 5 H z ) , 7. 15 
(1H, dd, J = 2 . 5Hz, 9 H z ) , 7. 3 
25 (1H, d, J = 9 H z ) , 7. 73 (1H, d, J = 
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9 . 5 H z ) o 

( 1 4 ) 1 H - N M R ( C D C £ 3 ) o ; 

{ 5 _ i . g ( 8 H, m) 2 . 1 2 ( 2 H, m) 

2 . 5 ( 4 H , m ) . 2 . 6 ( 2 H . m) , 2 . 7 

5 (2H. m) . 3. 3 6 (3H. s) . 3. 6 (1H, 

m ) 3. 60 ( 2 H , s)> 3. 95 (2H. t, J — 

6HZ ) , 4. 6 7 C2H. s) , 6. 7 1 (H, d, 

j = 9 . 5 Hz), 6. 93 ( 1 H. d . J = 2 . 5 
Hz), 7- 12 (1H, dd, 2. 5Hz, 9 H z ) , 
10 7 . 2 - 7 . 3 ( 6 H , m ) o 

(1 5) 'H-NMR (CDCf j ) S ; 

1 7-2. 0 (8H, m), 2. 3 ( 2 H, m), 

2 . 5 ( 2 H. m) , 2 . 8 ( 2 H , ' m ) > 3 . 3 7 
( 3 H, s ) , 3 . 4 ( 2 H. m) , 3 . 5 ( 2 H, 

15 m ) , 3 . 6 ( I H, m) , 4 . 0 2 ( 2 H, t , J = 

6 H z ) , 4 . 68 (2H, s ) , 6. 63-6. 73 
( 4 H. m) 6 . 9 7 ( 1 H. d. J = 2 . 5 H z ) , 

7 12-7. 23 (3H, m) 7. 33 ( 1 H. d . 
J=9Hz) , 7. 7 4 (1H, d. J=9. 5Hz) 

20 (l 6) 'H-NMR ( C D C I i ) ° •' 

7. 75 (1H, d. J = 9 . 5 H z ) , 7. 35 
( 1 H , d , J=9Hz), 7 . 15 ( 1 H . d d , J 
= 9 H z . 2. 6Hz). 7. 01 ( 1 H. d . J = 
2. 6 H z ) , 6. 73 (1H, d , J = 9 . 5Hz) 

05 4. 68 ( 2 H, s ) , 4. 15 ( 2 H , t . J = 
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5 . 8Hz), 3 . 7 5 - 3. 9 5 ( 1 H, m ) , 
3. 58-3. 69 (1H, m ) , 3. 37 (3H, 
s ) . 3. 22-3. 35 ( 4 H, m), 2. 75- 
2. 90 ( 2 H, m) . 2. 55-2. 68 ( 2 H, 
5 m ) , 2. 18-2. 40 ( 4 H, m). 1. 4 0- 
2. 0 5 ( 1 8 H, m ) o 
(1 7) 'H-NMR (CD C £ 3 ) o ; 
7 • 73 (1H, d, J = 9 . 5Hz), 7. 40 
( 1 H, b r ) % 7. 29 ( 1 H, d, J = 1 1 . 4 
10 Hz), 7. 15 (1H, dd, J = 1 l . 4Hz, 

2 • 5Hz), 7. 01 ( 1 H, d , J = 2 . 5Hz), 
6 • 7 0 ( 1 H, d, J = 9 . 5Hz), 4 . 6 5 
(2H, s )• . 4. 06 ( 2 H, t . J = B . 2 H z ) , 

3 • 15-3. 65 ( 8 H , m) % 3 . 10 ( 2 H, d , 
15- J = 7 . 5 H z ) , 2. 65-2. 90 (2H, m) 

2 • 35-2. 60 (2H, m), 2. 10-2. 35 
( 2 H, m) , 1 . 9 7 - 2 . 1 0 ( 2 H, t , J = 
5 • 6 H z ) . 1 . 10-1. 9 7 ( 1 9 H, m) o 
C18) 1 H-NMR(CDC£ 3 ) < 5; 

20 1-1 5 - 1.8 5 ( 1 5 H, m), 2. 2-2. 4 
(2H, m), 2. 45-2. 8 (4H, m ) N 
2 . 8 5-3. 1 ( 4 H . m ) , 3 . 15-3. 4 
(10H, m) . 4. 05-4. 2 ( 4 H, m ) , 
4. 55-4. 7 (4H, m), 6. 72 ( 1 H, d, 

25 J = 9 . 5 H z ) , 7. 0 (1H, d, J = 2 . 5 
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Hz) , 7. 1 5 CI H. dd. J=2. 5Hz, 
9. 0 H z) . 7. 3 2 ( 1 H. d. J = 9 Hz) . 

7. 74 (IH, d. J = 9 . 5Hz)o 
(I 9) 'H-NMR (CDC£ 3 ) o ; 
5 ! . ! o - 2 . 0 0 ( 2 3 H, m) . 2 . 1 0 - 

2 . 6 5 ( 8 H, m) , 2 . 8 0 - 3. 2 5 ( 2 H, 
m) , 3. 3 6 (3H, s) . 3. 4 5-3. 6 5 

(2H. m) . 3. 9 5-4. 1 0 (2H. m ) . 
4 . 6 3 ( 2 H, s ) . 6 . 7 0 ( 1. H , d. J = 
10 9 . 5 H z ) > 6 . 9 9 ( 1 H. b r s ) > 7 . 15 
( 1 H, b r d. J= 9 Hz) , 7. 3 1 ( 1 H. d. 
J=9Hz) . 7. 1 4 (IH, d. J = 9. 5Hz) . 
(2 0) 'H-NMR (CDCij ) 5 ; 
1 5_1 7 (2H,m)x 1. 75-1. 9 ( 4 H » 



15 m) . 2. 1 5 - 2. 3 <2H. m) . 2. 6-2. 7 
( 2 H, m) , 2 . 7 - 2. 8 ( 2 H. m) . 2. 8 5 

_ 2 . 9 5 ( 4 H, m) , 3 . 4 5 ( 3 H. s ) , 

3 . 5 - 3 . 6 5 ( 1 H. m) , 3 . 9 5-4. 05 

(2H. m) . 4. 6 5 (2H. s) . 6. 6 4 (IH, 

20 d , J = 9 . 5Hz), 6 . 9 1 (IH, d . J = 

2. 5Hz) . 7. 0 5 ( 1 H, d d. J = 2. 5Hz. 

9. 0Hz) . 7. 3 9 (IH, d, J=9. 0Hz) . 
7 . 7 0 ( 1 H . d . J = 9 . 5Hz). 8 . 00 

( 1 H , b r ) o 
05 (2 1) 'H-NMR (CDCi. ) o ; 
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1 • 0 - 2 . 0 ( 1 9 H . m ) , 2 . 1 - 2 . 3 ( 2 H , 
m) 2. 4-2. 6 (2H, m) N 2. 7-2. 9 
( 2 H, m) , 3. 2-3. 4 (4H, m). 3. 36 
(3H, s). 3. 5-3. 65 ( 1 H, m ) , 
5 3 . 9 5 - 4 . 0 5 ( 2 H, m ) , 4 . 6 7 ( 2 H, 
s ) > 6. 71 (1H, d. J = 9 . 5Hz), 
7 • 1 3 ( 1 H. d d , J = 2 . 5Hz, 9. OHz), 
7 • 34 (1H, d, J = 9 . OHz) , 7. 75 
(1H, d, J = 9 . 5Hz) 0 
10 (2 2) 'H-NMR (CDC^s ) 5 ; 

1. 6-1. 7 (4H, m), 2. 25-2. 35 
( 2 H, m) . 3 . 1 l ( 2 H. t ', J = 7 . 5Hz), 
3. 25-3. 35 ( 2 H, m) 3. 67 ( 2 H, t , 
J = 6-. OHz). 3. 9-4. 0 ( 2 H. m), 
15 4. 44 (2H, s ) . 6. 71 (2H, d, J = 

9 • 5Hz), 6. 92 ( 1 H, d . J = 2 . 5 H z ) . 
7. 09 (1H, d, J = 2 . 5Hz, 9. OHz), 

7.3-7.4(6H. m),7. 73C1H, d , J 
= 9 . 5 H z ) o 

20 mmm i 4 6 

mmteto&mn&mi^ m m m 1 a # t m m w 8 t m 

BiZ Lxm^MMM A , 14 — 75, 1 1 5 — 1 3 0, 
1 3 7 > 140, 141, 1 4 21 C/1 4 5 ©fUi?: 

25 mmm i 4 i 
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10 



14- 1 8, 2 0 - 2 6, 2 8 ~ 4 2. 4 8 - 5 2, 

5 4. 5 5, 7 1 - 7 5, 7 8 - 9 6, 9 9, 10 2- 

1 0 4. 1 0 6, 1 1 5, 1 1 7, 1 1 9, 1 2 4. 

1 2 6-1 3 2&tfl 3 4 ®\l%®*&Zo 
1 4 8 

1 l 3 <D it -a ® £ ft £ o 

1 4 9 

76-92, 9 4~1 1 4 & 1 4 4 © {t&®%'& 



1 5 0 

i5 mBmrnmi 4-7 i, 7 6-1 4 ircm 4 3-1 4 

5 <D{tG®%ft*>o 
1 5 1 

1 1 5-1 2 2 1 24-1 2 6 ®fk^»*S5c 

20 ^ SS^J 1 5 2 

1 3 2®ft^i^i^° 

1 5 3 

25 tl^ 1 3 1 Stf 1 3 3 ^ioo 
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mmmmm i 
u m <t & ® © ifii m m m n m & m a . # - > 

(Born) bOjft [J. Physiol., 
London, 1 6 2 , 6 7 ( 1 9 6 2 ) ] (C d: 0 , Jfil 
5 'Mliff- [Platelet Aggrega- 

t i on Tracer, ~7fc'W*-tr^x>xf*5S£ 

10 I 10 Or pm, lO^fflS^^liLT^Jlll/hS 

Ifo 51 [platelet rich plasma 
(PRP) J Zn-tz,, 80©Hfi*li: 3 0 0 0 r pm. 
1 5 # Pi if >i> # |$ U r £ jfiL /J\ ^ jfo. [ p l a t e 1 e t 
Poor pi asma (PPP) ] %%tz 0 
15 ± 12 "C f# <o tl ti P R P fp © ifii /J\ t£ & £ „ 3 - ;u ^ - # 
- (Coulter Counter, 
Coulter Electronics Inc. 
fi ) &m^XMj£L^ gPRP(Di/hg|^ 3 0 0, 0 

0 Ofi/jBi t«5J:^i:;n*PPPTtRLT 
20 PRPi^ISt/; 0 

^^fk^^^^fe^a6/c^jg-e#f^-^^^2 # ^ 

±ieTiSU:PRPS 2 0 0 fi £ t £ Ilif ffl -tr ;l/ 
l ; An, 3 7"CTl#raj&HfiL, ftCCOt^CTf; 
> • i? * 7s 7 x - h ( A D P , ^7ttl)|i>|i3 
25 7 -y>0l^i (Co 1 1 agen Reagent 
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Horm, Hormon-Chemi e tfc S ) <D^*ti 

mo&itzmfcL* tfs.^m®mm®£ft& ***** 

5 7 . 5tfMRtf20H/^fctt*^ i:l!!l/fcl 
jfii;ht£©S*M¥ [Max imum 
Aggregation Rate (MAR) ] T 

5£ i- i 0 Jfo. ^ ffi <S * * * N ^ * * L /; ° 
MAR=(b-a)/(c-a)xlOO 

10 C :ta (i » © K * K <fc 0*»^P R P 

icj: fj # & p p p©2j§K**ti-en*-r« 

& * W SO S S ( 1 Cso) £ # & o 
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3. 5 


£260<I6 2 
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[15 8] 



10 





I Cm ( 


|ti_ »-> ft, A. 4<m 


I Cm (y 


A D P 




A D P 




•mn 103 


2. 6 


3. 2 


1360] U9 
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3. 5 


2. 3 


33601 122 


22 
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2. 2 


1. 1 
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iag^ us 


1. 4 
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1. 3 


312601 110 


4. 7 


8. 3 
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2. 4 


1. 8 
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£6601 112 


0. 8 3 


0. 6 9 
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6. 5 
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HJ60] U3 


3. 8 


2. 3 



15 

~ 2 0 kg) ^^tHT©I5I^ fc o BP*>. 

20 iilcSAl/:*--^^ 1 "^^^ 
(P 2 3 X L, Gould S t a t h am 

Instruments, inc. 
25 (Re c t i -Ho r i z e 8K, B * € ft = * tt. 
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32 ) ± (C f£ it L/; 0 

± IB & n si m r b =n /c ft £ m % a* m it 4 ® 1 1 , z 

5 3 0 0 u g / kg t ft Z m X ® 4 L , SK»fl:&8i0S!i* 

f# ^ n /c *g n £ a 5 9 c^t 0 

[15 9] 

10 





(ft^«3 0 0Mg/kg) 


mzmi 5 


1 




1 


mmmi 9 


24 


HJ6092 3 


-2 


HI60U2 7 


7 


&S6«*12 8 


•0 
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1 7 


mm 6 2 


2 


mm 6 8 


30 


2^6018 3 
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I96PJ8 5 


1 3 


IU6#J 109 


1 6 



25 U > T S >Hft9 • 2t h ij (EDTA • 
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4 N a ) mm^T%k£ftK^& j ?fri~2ik^fo&% 

(PRP) *»ILfc, i^THD-FII^ 
(50 m M b 'J * . 0 . 1 °* E D T A , C a ( - ) . 
M g ( - ) , 0 . 1 4 % B S A jififl PH = 
5 7. 4) ctliiSfef t^S««' : 3 0 0l 000/ 
Xijrojfc^Sttl-ilBELtBiBLfc (EDTA-WP) „ 

£83. 5 m M © St $t 0 . 2 5^tC^^L, 8j^©^§ 
tK ^ 50 X. . 4tCt 2^flitiiS^ff^- : ^> -t » 

2 x 1 0 ' 2 MJ^±© ftffi t & <t ? fr iJ * * )l 7 * Jl U 
T I F (DMF) IZ m m £ it o S « . JliL ffi 8 & ffi © 

L. Jlii /h ffi tt * S JB9 ^ tfco tffcEgfKO 
05gOiS (2 OmV) HTSftHI/-^^, 
ftl©*'7^at.;hEDTA-WP, 2 0 0 // £ £ 

-tr -y hl/:3 7 °C II 6 % X ; 1 # HI # 3 7 - Y > ffi £ 

2 0 xz i? (5 0 u S / *6 ) Iff t- ^ fin L T i ^ t i ^ 
£ $J £ L fc o 

25 ? y&^Nfflm ( w ) <i > T E 3 k <k '5 * ttl L o 
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n m m = c i - 



H fHt 4 % £ to 7L ti it /h ffi & ^ g 



$ ft £ & £ su *. # ^ a /j% « $ & 

[160] 



) x 100 



10 





s # s 


fMfll (*) 




1 0 


4 8 


H»W 20 


1 0 


4 9 


SSJftW 28 


1 0 


4 8 


IQfefll 75 


3 0 0 


5 7 


JBftN 85 


3 


5 0 


fSJ6flJ86 


1 0 


4 7 




1 0 


4 0 




1 0 


3 9 


1360)1130 


10 


4 3 




1 0 


4 5 





a # * 


3 7-y>fes 
aw w> 


mm 53 


3 0 


3 5 


mm 76 


3 0 


3 5 


SHOT 62 


1 00 


5 4 


mm 6i 


3 0 


3 5 


3SJ6W27 


30 


4 0 


64 


30 


3 1 


mm 73 


1 0 0 


3 6 




30 


3 8 



15 



20 £ $ Bjj ft £ ft © -y- ^ /, ,j ,HMPt.7t^x^f7 

- -t? & # ft ffl £ , ' W * i/ $ 77 • x • ✓ < >f * y ^ ;j t> • 
T?^(Biochimica et 
Biophysics Acta) In 91, 485 

- 4 9 7 1 ( 1 9 7 6 ^ ) J; U '< 4 * >r i ti )l • 

25 -r->> (Biochemical Medicine) 
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% 1 0 3 0 1 ~ 3 1 1 K ( 1 9 7 4 *) 

PRPm^^OflflrpmTl 0 » Ba * lT 
5 h'J*-HC J««* (50; 

i o^) **y^-nf-Tjfc/h«**»t. 

10 :0fllitlO^^ MJX-HCIIII«(PH 

AMP (h'J^^^^^^ , J-^ AMP) 0 • 4 V * * 
0 *;U**frM*-HCi«*« <PH8. 0. 4 0 
25 -HiU 7 ^;>50H*^MgCi. 
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7 - -tf ig jjg 0 . 27^^^JnL. 3 0°CT2 O^ISlt^ 
5 -£ . h'Jf ^AtO'J'MAMP^h'Jf >>A5 ' - 
A M P I: | x. f: c - ©StC^^^ffll7K^(rgSLT>gCt> 
^-^ih^-tir/c©^, 7k7jc*T #ip L/c 0 :ni:KI (1 
mg/^) 0. 0 5 arf * fiD X. T , 3 0 °C T 1 0 # FhI £ j£ $ 

itTb';^A5 '-AMP^HcMJfnrfy 
'j^AT^y^y^M^-ti-. g 7k t zfe # L , 3N 

15 ^X7T7-t*?Stt^ltlfc 0 

■r ? - -t? t£ fit (Vs) ^ > h □ - ;i, ( t£ iHfc 

(Dtsnm (Vs) t^b. ^^tcct 

ot^t^iZf7-t'l|$ ( % ) £ £ as L o 

20 V c - V s 

*X*^xxf7-if||| ( % ) = x 100 

V c 

5 0W***:>xX7 L 7--tf|fi#»Si (I Cso) 
25 /c o 
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^ t n ^ n tc jb b i c s o n « s 6 i i:^fo 

[16 1] 



#fc §$ ft £ t) 
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@g j — 
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xf7>i>i7y^ ^ j~ ( b ^mmjj i 

BP , 6 - [4 - (N-^^nt^f;Uf^-N- 
C 2 - (4-bFn + ->-|-k'^iJ^A) if jH 
T ^ y } 7' h * •/ ] *ilt^f 'JiK ?L tg > 33 - > x * 
5 -fS:C/^H B H -fe^n-x^3S^ri^L. zi £ 43d £ y f ;u 
■b ;l/ o - x © 5 % 7jc m fSL T H tfc ft L , 2 0 0 / 7 ^a® 
ii:lltai^(^Ita„ RtikLtzmtiLZ 2 0 0 y 

10 IS &l $1 2 

^tlf tl 1 0 mg © 6 - [3 - {N V Jl-N - 

[ 2 - (4 - k Kd + -> - 1 - h'^ij 
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£ it #] © H S8 
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8$*tt5:to*5j5ft7^ + AS N a & g t L T 
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